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[iS^^ 2 J 

im^m 3 1 

5 1 

m-^m 6 1 
7 1 

m:'W^mmmMx-^^m^m 2tfzit3 m^<o^'WmMmB.mmMo 
im^^ 8 ] 

w^'W^mnuMx^^m^m 2ttzit3 mm<oi0^'WmiS:mB.x&mmo 
m^m 9 1 

ifc-fr^^isjii^ffl . m^mjkmmi&mi'^m. w^^mm^immi'^m. w^'^ismmumm 
is J: vwu'W^mmmm^-hMm.^fi^ ~i;k±<Di'?mim-r ^ m^m 2tfzit3 fm<r>m. 

1 1 1 

IW^jtiS 1 2 1 

•7T'frn;t>iJ'^>mRN AiliaiSii^J-C-*> ^ If 2 S {± 3 lS«<^lfc#rs5^^^m?^^ 

m^m 1 3 ] 

•i?--f^';:^DlmRN A^miS:MMX^ h mim. 2^tz\t3 sB«0|fc#P^ll^Bv6^^iJo 

\mim. 1 4 ] 

o 

[If*]® 1 5 ] 

. mj^mfrnw^m^m. -mmmu^imm^m. 'm.^k^mmn^m 

>mRNA|&i^1Sji'f^ffl. 7r-f :7'n;f.^'^:^mRNA|&sa'(£jif^fflx ■•^'f^'U^D 
1 m R N . ^ J: X X :t > -9^ > m R N A^^WtUf'^ffl $ :M ^ 

1 6 ] 

"^^'f^";>Dlm R N Afl^^-tSm^Jt?** W*]^ 5 iBm<7)|fe#ra^^^-m?&«i2^io 
Itt*]g 1 7 1 

:tXx^5K:^^>mRNA 5&^3JpflJ^J "Cab ^ mim. 7 f B«fe<^#:# H^Sl^Br^^^Jo 
[ffi*]« 1 8 ] 

E P 2 t T^ctiEP 3'fti!jr&tt^*i-;S.!fe«;i&^ E P 2 LTV^T ^ J: v»E P 3 

«®tt^>t-r'2> EPS f^i&fsi4=^* bTv^-c J; v>E p 2 f^i&tsm^r^-r -g) 

[ffi*^ 1 9 ] 
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1 fB«<^<fc#K^^Mr&5^^Jo 

im^m 2 1 1 

2 2 1 
2 3 1 
I»^:^2 4l 

E p 2 v^mm^^^-t^mw. (i - 1) 




(1-1) 



R^-2(i7K#M^> C 1 ~ 8 07;^^;^^^ C 2 ~ 8 OT;V'{r:^;i/^, C2~-S<ot 

i7t(± 1 ~ 31@<7)mT(0 (1) ~ (5) o^-t?g^$tLTv^^C 1 - 80T;v% 
c 2~80T;V'5^->n/il> tfct±C 2 ~ 80T;v^^;v*tr*^L ; (i) ^^nY 

yW.=f-. (2) C 1 ~4 <7>T;1/3^'>^. (3) C 3 ~ 7 (T^v^nT;!/^;^^^ (4) 7 

^fzkt (5) 1 ~3iaO/Nnr>J!^^. CI - 4 <^T;^^;^*^ C1~4<7)T 

n {± 0 ^ yjili 1 ~ 4 OS^^^t>i-o 

/c/vfL^ (1) 5-6^£i: 1 3- 1 4ffi{±IWIB#tcHa^^^^t>$^v^o (2) 13-1 
( 1 - 2 ) 



[-(1:2] 



COR 




>-i 



2-5 



(1-2) 



(CH2)na 

R2-i(i7|cm*. CI ~ 6<7)T;V3^v^. 5 /c{±NR2-ior2-ii^ R2-i°i3j; 
r>'R2-iM±. a3iLT7lc^J^.?-t/^tiC 1 ~4 0T;v^>n/36«r^*?i-o ) -e^^tt-g,^^ 
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3/ 



R2-2{±C 1 ~4<7)7;i'^^>'Sx C 2 ~4 cDT;V'^-1/>*, - S -C 1 ~ 4 <ot;v^ 
V'^^x -S-C 2~40T;V^^W'>^. */i{±Cl~4<0T;i'^V>-S-^«:^^? 

2{±C 1 ~4 (^T-'V^^wftx C 1 ~ 4 (^T;l'n + v'^> -701::^;^^. ■7i-;v-Cl~4 

ot;^^;^*. R2-22-OOC-C 1 ~4ot;v^;v*. t /^{iR^-^s-ooc-c 2 - 
4 0T;i"5-^;V'» (^'t's R2-33{i7[c#j^^-*f^{±C 1 ~4<^T;i^^-'^*^^t?-ro ) ^ 

R2-*{±*:^^^> 7XM», t/i{±Cl~4<^T;V3^v^=£:^^L^ 

R^-^fiC 1 ~ 8 (tjt;!/^;!/*. C 2 ~ 8 <7)t;v^-;vS> C 2 ~ 8 ot;!/^^;^*. 1 
~3'f®<^J':JLTO (1) ~ (5) 0*X'e3^$tL-cv^SC 1 ~8<^t;v^;v^, C2~80 
T;W'5r^;V^, ttzitC2-~S<DT)V^-)Vm^^t>L ; (1) ^M3^>J!^.^, (2) C 
1 ~40T;vn^'>^^ (3) C 3~70^>^^T;^^;^*^ (4) tfzi:X 
(5) 1 ~ S-IScO^Nnyvj!^^^ C 1 ~4 COT^V^;^*. C 1 - 4 <07;V'::i# 

n alio i/c{±l ~40M^^^:bi-o 

TtfiL. 8- 9fi75-'z:m^'^^^t)-r*i'^li> R'-^lt. R^-^Z-COO- R^"^ 

(1-3) 
^1:31 




COR 



3-1 



3-2 



(1-3) 



OH 



(CiH2)nb 

[^ffx R^-M±tKn^v*, C 1 ~ 6 OT;vn^v^. 1 7t{±N R^"^^ R^"^^l& (i 
4^. R^-"i3J;tFR^-^2{±. M5lL-C> 7X*iI^* /^tiC 1 ~ 6<0T;i/^;v^=Sr*t>i-o 
) «r*t>L, 

r2-2(±7K*J®T-> C 1 ~8^t;v^;1'*^ C2-S<DT)V^-)um^ C2~8<7)t;v^ 
l~3'(@omT<o (1) ~ (5) o^-ea3^$:}x-cv^;5>c 1 ~8 <^>t;v^;v^x 
C 2 ~ 8 (J^TPi'^^-'V^. tf^tiC 2 ~80T;i/^^;v*^^t>L ; (1) ^^u^y^.^ 

. (2) C 1 ~4<7)T;l/=r^->»> (3) C 3 - 7 <D'y ^ UT (4) ■7i::^;l' 

ttiii (5) 1~3'(@<7>/Nny>'j|^^, C 1 ~4<7)T;l'#;W*, C 1 ~ 4<7>t;V3:^ 

n bt±0 tfc{± 1 ~4<^M^Sr^:bi-o ] X'^^ix^^t'km'b L < i3J;0»^ 
( 1 - 4 ) 

[^(1:41 



(1-4) 
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>Sn 1 ~ 2'fioc 1 ~ 4 T;v^;i/*-ettl^$:lx-cw^T^) iv^itHcoc 2-8 t;V">-— v 
*7t{±i~2<ioc i~4T;i'^;u*-eem$tL-cv*-c^> J:v>ii:iaoC2~8T;i/ 

G*-Mi 1 -2-10(^0 1-4 T;v^;i'*T*g^$ttTv>T^) J:v^il:iI(7)C 1 ~ 4 t;v^w 

l-2'f@<^C 1 ~4T;W^;V^-e®?||$:h,TV^T^> J:v>II:0coC2~4T;V'5^-V 

1 ~ 21icoc 1-4 T;i/^;u^t?g^$tL-cv^T^ J:v^itij|<^C 2-4 t;v 

G^-^ii-Y^-m. -^1-^. -Y^-^l-*> -^1-Y*-*, ttzii-Y^-C 
R*-M±7jc*lE^^x C 1 - 1 0 T;v^;1/^. ^ f^tiC 2 - l 0 T L. 

G^-^ti^^-^^ 1 -2'(i<^c 1 - 4 T;v4^;»/^-eg5fe$tiTv»-cfe iv^it^oc l - 4 
t;v^^>*. 1 -2110 0 1 - 4 T;i^^;vSt^g3^$tLTv^T^ j:v^ii:M(^c 2 - 4 r 
;v>^z^^>^, ^ fvTti 1 - 2-0(^0 1 - 4 T;w*;v*-eftt$^$!h--cv»x^> iv^ailoc 2 

D*-^ii-C OOH^, -C0 0R*-2». x h 7 V*-;!^- 5 - ttm-CONR 

R^-^tiC 1 - 1 0 T;^^^^^^ •7^^-;!'^^ 7 jt— ;v^t?S^$*t/::C l - l 0 t;v^ 

R*-3{±7|c*j^^* 7tl±C 1-10 T)V^)]^m^Ut>L^ 
R*-M±C 1-1 0 T;v^;v^t f^{i'7i-;v^^^feL. 

D^-2j±-CH2 0H^. -CHbOR''-^^. :^Wtm. -OR^'^m. !^;W5;V'S. -CO 
NR*-^R*-'^. -C0NR*-^S02R*-**^ -CO- (NH-T 5 7 m^*- C O) 
m-OH^x -O- iCO-T ^ ymn^-Nn) m-H*. -COOR*-^^. -OC 
O-R"-^"!^. -COO-Z*-^-Z*-2-Z*-3*. 



R*-5{iC 1-10 T;v^;v^^^:bL. 



R*-8f±7i-;vS'eaj^$tL^cC 1-10 T;v^;i/^^r^^?L^ 
R*-^{iC 1-10 t;v^;1'»^ C l - l O T)V=i^~y^isi:X)^^^uyym.lf-^^hmi£fi 
^ 1 -SISoaJ^^-cfi^^tLTv^-c^) J;v>if ■7ji-;w^-C®l^l$n/iC 1-1 Ot;v^ 
^ /iliC 1 - 1 0 t;1'^;v^> C l - l O t;u=7 ^ v^is iO^VNa-j^^'lI^^&^'b;^ 

R*-^°f±-7 yi:{±C 1-10 T;w^;v*^^t) L^ m(i l t /cti 2 t> 

z*-M±c 1 - 1 5T;i/*U'>^, c 2 - 1 stjV'J'— $ 7t(±c 2 - 1 5 t;w^ 

z*--^±-co-*^ -0C0-*> -C00-*^ -CONR*-"-^^ -NR*-"C 
0-^. -0-»^ -S-^s -SO2-*, -SO2-NR*-*. -NR*S02-^^ 

_jjr4-z3_^^ -nr^-"conr*-"-^, -nr*-"coo-^. -qconr*- 

^'-Ife^ t7t{i-0C0 0-*^£:*t>t^ 

Z*-3{i7K^i^?•^ C 1 - 1 5t;v^;1'^x C 2 - 1 5 T;v^^;^*^ C2-15t;1'^ 
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5/ 



-^V*^ SZ'*^ tfzitC 1-1 07)l^zi^->&. C 1-1 OT)V^)V'^:tm. Cl-1 

R*-2\ R4-Z^ R4-Z3^ r4.Z4^ r4-Z5^ r4-Z6^ r4-Z7^ J; t^'RV^S j^^^^^jf^ 

5S Z J: R " - 2 ^ Z * - 2 L r V > -& M^M^ — 55r o -C * t> i-#3m^5fn ^ x n 

{i^ C 1 ~ 1 5 T;p^;v*> C 2 ~ i 5 T;i'^-;v^. C 2 ~ i 5 T;v^^;i'*. Cl 



~ 1 0 T;Va^->^, C 1 ~ 1 07)V^)\/^:^m. idXV^C 1-10 7 }V^)U-NR^-'^^ 

-^t^m^^tifzc 1-10 7)\^^)v^Tb^hM^^ti^ i-3m<D^x-m.^^tixiiX < 



R*-'^Ut7K'mmi-tfziic 1-1 0T}\^^)v 

[<k6] 




4-11 



OH 

0 7;w^;w*. ifcti-w"-^ 



^ C 1 



1 0 T;w^;v^:t^x 

2 -ett^$tL/iC 1 



2 -egj^^tL/cc 1-1 

1 0 T )V^)l^^i:^t>L 



W*-M4-0-^. -SO-*. -S02-^. -NR*-"-^-*. 



^4-11-1 C 1 - 1 0 T;V^;V*> * fcJiC 2~ 1 0 Tv^-Jl'^^Sr^^L. 

E4-2(Ju4-l_u4-2_u4-3^J^,(ig|4^^^^l^^ 

\j*-^iiC 1 - 4T jv^uym^ C 2 ~ 4 t;V'^— C 2 ~ 4 t;v^— ^>*. - 

iS3-»> C 1- ATfl^^Uy^-mS-^. C2-4T}V^^U>m-M3-m^ tfz 
{4C 2 ~4 T;V^-V>*-3g3 -3fe^^*>L. 

U^-^ti^j^-^. -CH2-*. -CHOH-*, -0-*> -S-*> -SO-*, -S 
02-*, -NR*-^2_^^ :^;v.-K-;i/*, -N R'*-*^ 5 O2 )Vm-}VT 5. / 

R^-^2{47K^J!^,^^, C 1 ~ 1 0 T;v^;V*, tfziiC 2 - 1 OTi^)V^^^ibL. 

:fc J:l>'NR*-^2R'*-^**:d^^M(fti^ 1 ~ 3^<7)*^*-rgJ^$tL-Cv^-C ^) J: v^C 1-8 

7)u^)i^m. C 1 ~ 1 0 t;v^;w*, /^^^>J!1^, tK^*, r^va^i^*, t;u^;i^-?- 

:t*^ J:0^-NR*-^3R*-^**>i»^f»M{ftL-& 1 - 3l@<0tti^*-e®J^$*LTv^-C>{> iV^C 

2-8 T^V'^-^;!^*, C 1 - 1 0T;i'4r;v*, ^Nn^^ir,^^-, tK^*. t;1'3^v*, t 

;V^;i/-^:^-*:fcJ;Of-NR*-^^R*-^**;6*<b5i{f:fX'& 1 - 3'(@0«m*-e«^$n-CV^-C 

4> iv^C 2 - 8 t;v^— ;v*, ^4 Strfi^^tfcv^;?, C 1 - 8 t;v^;L'*, tfzitM4: 
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It 1 . M.3 isXXfW4:ltC 1-1 0 T;1'^;v^> C 2 ~ 1 0 T)V^=-)V^^ C 2 - 

1 0 r ^ ^ C 1 ~ 1 0 T;V3^v*s C 1 ~ 1 0 T^l'^^W^rt^x ^Nn^>J!g:f^ 
, tK^^x -hn^, -NR*-^5r*-^^^. C 1 ~ 1 0 T;V3 + v^T'a^$tL7^:C 1 ~ 
lOT^V^^V*. 1 ~3'(@0/'Nn^>'J[^^T'SJfe$;ft7t:C 1 ~ 1 0 T;V*;P^. 1-311 
0/^^^^^J[r.^-e®^$i^^/iC 1-10 7 )i'^^'^^X-m.^^fi-fzC 1-10 T;v^;1/* 
, -NR*-^5R*-^^*T-«m$*ifv:C 1 ~ 1 0T;V^;V^^ i^5^^ -0-;R5«. ^5 

*-Cg^$tL/cC 1 ~ 1 OT;u^;v^. m5^X-m:^■^i^tzC 2 - l QT)V^:=-)V^^ ^ 

5&xm.^^flfzC 2-1 07 W^^xmt^^i'LfzC 1-10 T;V3^~>* 

X -o-M5mxm^^ixfzc 1^1 07)\^^)vm^ coor*-^^*, i-siio/Nuy 

1-10 T;V^;1'^, ^i^wtiC 2-10 7'y)Vm-!(>^hm^^iX^ 1 - 5l@0®^^t?g^ 
$ttTV^T^> J: < 

R*-^K r4-i6^ j;OfR*-^7{i-e^^^tt^la3rL•c, tK^M^-* i^^tiC 1 - 1 0 t;v^;v 

^5t±C 1 - 1 0 t;w^;1'»> C 2 - 1 0 t;V'>-::^;v*> c 2 - i o t;^^^;^*, Ci 
-l07;V3^v*^ C 1 - 1 0 T;V3^v*T'tt^;&^X7tC 1 - 1 0 T->v^>>v*x ^^n 
'5^>j!l^> 1 -31i<^>'Nn'5^>j!r.^T-S3^$tLfv:C 1 - 1 0 t;v^;v^> tfzii 

1 - 3'^@^0/^ar>'j!^,T■■ea3^$tL/iC 1-1 0 T;v=i^ vftr-e^$^x^cC 1 - 1 0 T 

:aix 3^2, %3. ^4i3it>'^5{±#>^3S:2:t-Cx — l$i7t{±^Si57&«^fD$*L-cv^-c i 

J: v> c 3 - 1 5 ~m.tfzii-=n^Rmn7v-)vtfziti-~4m<7>m.mm'j: i 
-2moymm^.^^xx)'yttzii i-2m<omnm^i!)-hm9i^fi^^7'^^'^^^is. 

-r. 

, U^-^-U^-^tiC 2 T;v^W>^t ^ci±C 2 7)i'^=-l^>m^mt>^ir^ 

T*:«|sm*M^=l:^^L> X^tO^- C H2 -S^**? D*if^D^-^ ^mt>L. D*-H^CO 
OH^^r^^bL. A*^^A^-^^mt>L. A*-Hm^<OC 2 - 8 7 )V^V>m^^t>L. 
E*75«E*-2^^^L. E*-2 7&5U''-^-U*-2-U*-^'S:^t>Lx U*-^;6^X 1 - 4 T;V^ I' 
>^^^t>L. :d^oU*-3:d?C 1 -8 T;V^;v^'^^t>i-i: U^-^tim^-^, -CH2 

T*i)mi^m=f^mt>L. X*ii^-CK2-^^mt>L. DH^D*-^ ^^i^L. D^'H^CO 
OH*=Sr*^L. AH^A*-^imt>\^. G^-^T^t^C 1 - 4 T;W^ V >^«r^t> L> G*-27&« 
-0-^^/^{i-NR*-i-^=^^^pL. G*-3 55s#^^t;tl±C 1 ~ 4 T;v^ P ^-^^^ 
t>L. E*i!)^E*-^i:mt>L. E^-^^O^U"*"* -U*-^ -U*-^ ^*t>U. U*-^;6^X1-4T 

^^t>L. E'*-2*su*-^-U*-2-U*-'^^^Lx U*-^75SC 2 T;V'4rl'>^*7t{4C 2 
7;i.^ - ^>^:^^t>Lx >d^oU*-2;&s-C 0-*^^:bi-ii AM± A*"^ ^^t? $ 
v^o ] •^^$tL-&1k-^!^4) L< {i-e*i-e><^JS3&*'bM^$*L'5>— Ji]L±<^'fb'&-'^ -cab's 

im^m 2 5 1 

(5Z, 9/9. 1 1 a, 13E) -17, 17-yn/NV-ll, IG-vtKn^^v- 
9-^nn-2 O-y^V'/nx^- 5, IS-v'J^^'^. (5Z, 9^, 11c. 13E 
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)-17, 1 7 --/n^NV- 1 1 , 1 6-v't: Kndp>/-9-^'Dn7'n;?.^-5, 13 
2 6 1 

E p 2 i^mm^irm-t ^mMi)K ( i - s - 1 ) 

[it 7] 

O 




OR 



(1-5-1) 



OH 

[^>f, r5 {±C 1 ~ 2 0 ^> L < {±:5f:ta^^5^^^'fk7X*^'e*)S:6>, * f^{±- ( 

CH2) maR5-^-eab»J> ma{iO^/im~l 0(7>^^-C-^«9s R^'MiC 3 ~ 7 Oj|t3^ 

:^ (1-5-2) . 



■ 'WV^ 




OR 



5-2 



(1-5-2) 



tzii-^^ (1-6) 

[<b9] 

1 6 (1-6) 

G^t±Ar\ A r®-^-V''-A Ar^- (Cl~6) T;V^V^*. Ar*-C 

ON.H- (Cl~6) T)l^^\y>m. R^-*R^-2-T5 ^^v' (Cl~6) T;i/^ 

U^m. A r^-ce^^tLTv^^T 5 ^TttiAr®- (Cl~4) T;V^^>^i:R 

R«-^*5 j;^KR«-2(i, ^tL-rtLgiJ^oST-aboT. 7fc^J^.^*3J:tFC 1 ~8T;v 
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Q^{i- (C2~6) 7;v^V>-W^- (Cl~3) T^V^V^-* {m'&<7)^iv-^iv<D 

^a^»4'f@j^T-egi^$nTv^i,ih75^*;&o ) . - (C4~8) T)i^'^u>-m m 

n^e^*4>(@mT-e»m$^-cv^^cii:;&«^^o ) . -X®- (Cl~5) t;v^v:/ 

xM^^i^^w.^^4miik-rxm^^fix^^^^ti)^^^o ) ^ - (ci~5) t;i/^^ 

ib^5fctTSill$tL;g,aJ^&4l@Ji)LT"eg|^$;|xTV*;5,:ii:;is^^o ) > - (C1~3T 
}V^l^y) -X®- (Cl~3) T)V^U>-m (1ff|SO'e-a'P:}X<7)T;V^ V>i|{±, ^ 
-^tcj; 7 y^E^i/ctiC 1 ~4 T;^^;^^;&»<b^45:tTgl*^$tL-l)fim»41i^^J.T■C' 
«^$tLTV^;5,i t;{|S*-5)o ) > - (C 1-4) t;v^ V^-W^-X^- (C 0-3) T 
;i/^l/>'-3g (frlB<7)-?-*i,'rtt<^T;v^^>*(±^ J^-a-tc i 7 TttiC l ~4 

T;v^;v^;&>iba3J:L-c^K$^X'2)S3^»4l®lii.T-egm$^xTv^<2,c:i:75«*>;s>o ) . - 
(c o-4t;i/#^>) -x^-w®- (ci~3) t;v^^;^-* {mi<0'tfl^fi(DT 
)V^uymii. J^-^lcfc 7 y^iE^t/ctiC 1 - 4 T;v^;v^;6-<b3*jlt-cS^R$ti--i) 
«m^410JiJLT-e©^$tLTv^;g,c:i:3&s^;2,o ) ^ - (C 2 ~ 5 t;!^^^^) -w®-x^ 

-w^- (ci~3) t-»v+^>-* (BifiBo2i@ow^{i^ -e^t-rtLffiaitw^Sjtu-cist) 

hm±Lxm^^fi^m^&4miii>'rxm^^ixx\f^^^ti!)<^^o ) . - (ci-4) 

T J^^uy-^'r^-Uy- (Cl-4) 7 )l^^]yy-^ iM%^<^^t^^iK^T JV^V^^ 
idi.XfJ~7-:=^V>mt^ «9 7 ym^=^'tfz\tC I - AT )V^)}/^i)>hmSLLXm. 

^R$tt^«J^^4'^®J^^.TT•fim$^^-CV^-&^ i:)6s^^o ) ^ - (Cl~4) T)V^vy- 

j^f-^uy- (co-2) T;v4rv>-x^- (co~5) t;v^^>-* (^trlBo-ett 

;va&3a^f>3*aLLT^*?$tL^ttm^4liJilT-CS^$:h-TV>-&Clt75Sab'2>o ) . - (C 1 

-4t;w^v>) -juy^-uy- (co~2) t;v^I'^-x^-w''- (ci~3) t;v 

T-t/wt±c 1 ~4 T;^^;v*;i)>fb)te5:frM^$tL^«SI*41@J^T-e«^$n-cv^-g>^ 
fc;&**>'S>o ) > - (Ci-4) t;v^ (C1~4) t;v^v>-^ ( 
frifio-ett'rtL<7)T;u^^:^^;feJ;t>*j^^-^;^^{±^ ^^^izx 1? 7 -y #J!^T- ^ ti C 1 
- 4 T;w^;i/^75^ib?*3:LT^^$*t^em^41@JilTt?ail^$n-cv*^ c: i:75«<&*o ) 
. tfzii- (Ci~4) t;1'*^>-j-^— v^'-x^- (co-3) r^w^w-* ( 

~ 4 T;w#;v^3&>^®5r tTS«^$*t;g>gj^^4i®JSLT-eeife$tL-cv^-5 CLLt^^^^o ) 

z^{±5&;ujK^->;v*, C 1 - 6 t;V3^'>*;vjK^;H6. xh7ViJ;v^^ 1, 2, 4 

^-iJ-vT W 5-^^v-i, 2, 4 -:e-^-9-vT V*'; 
, 2, 4 -"f^T vTy; c 1 ~4 7;v^;i';^;i'j^— tfziiyj:. 

K^tim^-^. ci-9t;w*v>«, "f-iir (ci~4) r)v^vy&^ ci~4t;v* 

(Cl-4) T)V^Vy^^ C AT )V^Vy-^^'y (Cl~4) T;l'^V> 

tfzitt^'y (Cl-4) T^l'^V^^-e**). ffilBC 1 -9 T;v#v^^ii> 

M^{i-Ar®-^ -A r^-*-V 1 -A - A r - S - A r ^"^^^ -Ar^"* 

-S0-Ar«-5^^ -Ar^-*-S02-Ar^-5*. ^ /iti-A r ^""-O-A r 
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■cv^-l,:t^v&l ^> L< ti21i^ tfzli^nm=^±X^^^ixX\^^^ir^v^l ^ L < t± 
h mSL LXM^ $ ^ X n i^i^ lti'zii2m^^iri> ^^^n (D5-7 M<Dm^X^ i) 
A r^-^ isXXTA i^-^ iii^ti't^ixmS.LX. ^-g-l^: i iS^M^^ :fe<tJ>'S^ 

x^x^^^im. '^tz\t^^-^im<r>b^fz\t6R^2mi)^^i^rfmtL\^xm 

^±iii3v^T. -e<7)Si55';6^— list fc{±M:^(^?t±i^:fev^-r. * 

7 t;V3^'>*. (C1~4) T^i/a^v (Ci-4) T;v^;V'*> ci~4t;V3^ 
v:^;^**-;^*^ C 1 ~ 7 t;i/^;i^*. C 2 ~ 7 T^i^'^— ;v*, C 2 ~ 7 t;v^^;v*> 
C3~7 v^'nT;i'4r;i'*s (C 3 ~ 7) i^iJ' ot;v^;v (C l - 4 ) T;l'^;Hfe^ (C 
3-7) vi^nT;v^;v (Cl~4) r;!/;?^ / C 1 ~ 8 T^i^:^ y -f 
(ci~6) T;i'*y'f;v (Ci~6) t;u^;v*. c i ~4 T;i'*>''f ;vt5 / 

;V7 5 /*$/cJ±^y-N-. v-N, v*-N, N*-^L<{ih';-N, N, N' 

- (Cl~4) T;v^;v»T'ai^$tLTVi-5T5 ;WT^ ;^;v;f:>T^ K 

C 1 ~4 T;^^;vx;v*>'T< K^. T^y*. -l^-tfzii'J-t^, N- (C 
1-4) T;V^;l'T^y*^ :i!7 ;w^*^ ;i/*^ ^ y -N- 1 7t{iv-N, N- (Cl~4 

t;!/^;^) ;v*^ vT/S^ C 1 ~ 6 T;v^;v-f-:t*> Cl~6 

t;1'*;1'A;v7 -f — ;v*, C 1 - 4 T;v^;v;^;v*— ;v*, ab-sv^ti^y fwtiv^ 
-N, N- (Ci-4) T;i'^;i/T 5 y -;vS-c*) !9 > 

Ar6-3, Ar^-\ J: t>'A r ^-^ti-g-tL-rtM^SLLT. Wf^iz X *)mmm.^. ^Mm^f- 

M^^. mxjmmw.=¥-^^hm±LxM^^fi^^7^^m.'^ I - 4 m^^i- ^ ^ f:^-^^^ ^ . 

'^fiM^Lxm'^LX^j:m'm^n&Xi>^7!)\ afe^v^iiJ^-^ici ^^iF.T- 
, ^XXmmm.^i)^h^^LXm^^fi^^'rnm^l-4mi^ir^^ti!)^^^U^^ 
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m.^±x. m^^izxt), u^^t{zR^-^\ R^-^\ iixxf^R^-^^^^hm^i^xMiR^ti 

;U3^v*^ C 1 ~ 4 T;i'n:^v (C1--4) T;V^;V*x C 1 ~ 4 T;l'n^ 

;i'*> C 1 -7 t;i/^;i/*. C 2 - 7 t;V'J^::^;1'*. C 2 ~ 7 T;^4r^;v*> C3~7v 
^nT;^^;v*. (C3~7) v^nT;v^;v (Cl~4) T;v^;1'*. (C3~7) v 
^'nT;i'^;i' (Cl~4) t;v*/^;v*> sh;v5;H6> C 1 ~ 8 7;i':«; ^ ^ ;i'*> (C 
1-6) T)\^-f}y^)v (ci~6) t;^^;v*. c 1 ~4 t;!/;!?^ ;i/T5 ci~ 

t7t{±^y-N-, v-N, v-N, N'-^> L< (i h V -N, N, N'- (C 1 ~ 

4) T;v^;v*T-e3^$tLTv>;&T$ y *;i'*'^;VT$ ;^;v*>'T5 Cl~ 

4 T;W^;V>?>;1'*>T^ K^. -N-^7l:tiv?-N, N- (Cl~4) T 

;i'^;i/T5/*x ^v^'-?^ >f ;v*. -N-t /::t±>^-N, N- (Cl~4) t;v^;v 

;i'*. vT^*. ■f-^t — iv*. C 1 ~ 6 T;v^;i/-f-:t*. C 1 ~ 6 T;v^;i';^ 
;v7'f-;v*, C 1 ~4 t;^^;v;^;w^-;v*> ^^v^ii^y -N- i/ciiv-N, N- 
(Ci~4) t;1'^;vt 5 y 'f ^;i'*-c^ ») . 

/-N- (Ci~4) t;v^v>t5 y y^;i'*^;v-*> 7.;v:!^^;vt ^ /S. N- (C 
1-4) t;1'^i^>';?.;v*^;vt-5 K*. N- (Cl~4) T)^^u 

yfDi'^^-^^ Kft, K^f^v*. N- (Ci~4) t;v^v>'*;vjK^-9- 

5 K^^v*. :^ ;v*. — ^y-N— (Cl~-4) T;v^V'>:^;v/-c-^^;vS, 
*;w/^*'r ^v*, tfzii-^y -N- (Cl-~4) t;v^ JV^'?^^ V 

)\y&X^ ^y-. V*-, h V -a^$tL-CV^;?.Ci::d5^«9. 

R*^-\ R^-\ R^-^ R^-"*. R^-\ R^-^^ R^-^\ R«-*^ i3 J; t>*R^-" {iT;V^ 
±LX. "f-^ (C 1~4) T;!/^^^*. C 1 - 4 TJl/^lx^^^*, C 1~4T 

;i/^i/>:^-^i/*, ^^-y (ci~4) t;v^v>*. t/ct±J#^lCJ: l9-!-tL-PttJtej5:L 

•CH Vu^iymtfzity y^m^^ZX -^fzktV-mM^^X\^^^:Lh<D^^C 1 

~ 3 T}V^U>^Xh^o 

tztzL. (a) K®:*«C 2 ~4 T;i^^^i-*-C*>«9, M^tS^A r ^'^-C* ») x ^LXAr^-^ 
i!)^z^^xi^> h- I v^n^^v'- 1 ->f ;i/*, n^T' > - 1 - ^V'^. 
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(1-21) 
%^ (CH2)6-C02CH3 




HO R'' OH R 



(1-21) 



Kb 1 1] 

(CH2)qA- 




r 

H-C-(CH2)pa;;:?C-H 
OH R'^"® 

(^4>. p At±0 ^fcli 1 -e*) »)s qA(i2 ^ ^ctiSX'^t) . tx^<?) J: ^ ^; kfv ^ n 

(1-23) 
['fkl 2] 

^23 CH2-Y23-(CH2)3-C02R2*-^ 
iT l^^2p,23-l (1.23) 
V^^V_93 / / w23' p23-6 




R23-3 Nqpj2;« 

[^tt'^ R"-\ R"-2, i3j:t;fR23-3{i;j^^^:5i^/;;{iC 1 ~ 70t;v^;i/^t-* 
R23-5{i7X*/^^^^ C 1 - 7<ot;v^;v^, t fc{±c i ~ 7 <dt;i-::^7 y ^ ;v^-e^) ^ 

;v*y-f;vSP{±l~7'(iO^^Jg^=-«:-^tfo ) T-^J), 



{liiE# 2004-3051 185 



#M 2003-280191 
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[-fb 1 3 1 



R 
I 



23-7 



P (CH2)nj~ 



1 



,23-€ 



z23{iJif-^>, e^k^. trziij:~^=-u>^x-$>^o ] ■e^$tL-i>'fb'^%^> L < ^±-e• 
lBl5|c]S 2 7 1 

Vyy::^-2- (4- (1 - t Ka^ ^j: — ;v) - 5-:t^v v^'n^v^^ 

2- [3- (4 - t e r t -y^;V^>>^;v) -N- -J>- 3 

[IR [la, 2/8 (IE, 4R*) , 3a]] - 3- liKn^->-2 - [4-tKn^ 
V— 4- ( 1 --/n tr;l/v^' n:ff-;i/) -l--r"r— ;v] - 5 -^^Vv^^ n^>^ 

(2R, 3R, 4R) -4-tKn^v-2- ( 7 - H Kn -3- [ (E 

) - (4RS) - (4-t; Kn^->-4-^^;V-l-:t^'-r^;V) ] x:i^> y y 
, (+/-) - 1 5 -T':^-^v- 1 6 - a, ^-li Ko:^v- 1 6 PGEl;»f 

2 8 1 

EP simmi^i^ir^i^mK -^^^ (2-10) 

Kbi 41 

10 




COOH 



1CM 



(2-1 0) 



6r^°-2 



aR^°-^ 

R^°-M±C 1 - 1 0 T;i'^;i/^s C 2 ~ 1 0 t;V'>--p>^. C 2 ~ l 0 t;w^— 
, C 3 ~ 7 ot;1'^;v. ^ /i(±C 3 ~ 7 nT;v^;v:t* 

v-egJ^i^tL-cv^^c 1 ~ 1 0 t;i/^;v*> c 2 ~ i o r^W'Jr- w $/i{±C2~i 

or }V^:=.]y>^^mt>-to -7 j^-;w*3 iO'v^' nT;v^;v*{±> i~3'(@oCl~4T 

(2-12) 

Hbi 5] 

A12_b12_r12-2 



(2-12) 




[^■^j. R^2-M±7K^II^. ci~4t;v^;i^ 
^^-^"^ (^<4'> R'--'°{±7lc^ii^* fc{±C 1 
. (C 1 -4 t;v^v:^) -OH^s ^ (C 1 



> ^ (ci~4t;^^u>) -coor 
4t;1'^V':^) -conr^2-*R^^"^ ( 
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i-o ) x-7F^iv^m. 5* (C i~4t;v^v>) -conr^2-6_ (c i~4t;v^1x> 

) -OH R^2-6{i^^|g:31^^.{^Q 1 _4<7)^;^^;^^^^;fp^^ ) 

i:^i*^*^-l-o ) -e^^n^^x (C 1 ~ 4 T^V+W^) -CN»x ^/iti (C1~4 

A^'ii. C 1 ~6T;1/^V>*> C 2~6T;1'^-W^. -S- (C1~6T 

R^2-2{i (1) c 1 ~ 6 t;v^;i^^x (2) C 2 ~ 6 t;v>^ci;i/*. (3) -7^1^;^*. 
C4~7v;J^pt;v^ ;v3£> •:^ 7 ^ J: O^M^iE^ 1 1@ €r S4~7M<^^'rn 
^:6^^'tt1tl'^*^$tL^ 1 -SIBogmSt^M^^jn-TtC 1 ~6<30t;v^;1'^x (4) 7 

(5) ^R^2-7r12-8 (^pf,^ Rl2-7:fe j;yfRl2-8jjjf^^l^^^ yx.:=.)V^. C4~ 

mt>-to ) X^^ix^m. tfzii (6) ^ (C1~6T;V^V'^) -NR^2-7p,i2-8 

fcfft. R^2-2t^<^^{j.^ 1 ~ SISOC 1 ~ 4 T;V^;v^. C 1 ~4 T^ua^'^^. >'>n 
'J^^m^x ^hnife^ ^fctihi; 7;U:^-n^^;V^T'e^$tL-Cv^T^) iv^o ] -Cg^^tL 

im^m 2 9 1 

lla, 1 5 h^v-9-^^V/n;?.^'-5 Z, 1 3 E-'/J:-^^, 2 - [ 5 

- [2- [N- (v^ ji — 7!;;i//N*^ ;v] 1 --f 

3 0 1 

EF 3i^m^^i:m-t^mi!)^. (2-18) 
iitl 6] 




(2-18) 



5I8-3 



A^^l± h 9 >':;^-CH = CH-^^;bL> 
(2-20) 



ailE# 2004-3051185 



S^m 2003-280191 



: 14/ 



Hbl 7] 




(CH2)nhX (CH2)meC02R 



20-1 



(2-20) 



>X-CH = CH-^)t< {±-CH2-CH2--e* 19 . ^SV^{± 
met±l~4<7)MI^-e*o-C> X2°{i-CH = C = CH-T-^t). 

r2o-M± (1) •7ji^;v* (C 1 ~4 t;v^;v*, C1~4t;v3^v*, C1~4t;v 
> -C02R2°-^^ (*'^'^ R2°-2^±7X#miF^ C l ~4 t;i/^;1'». * /i{±-7ji-;v* 

^v'*^ CH3CONH-. ^ f^fi^^vM^wT^ y*T''teitt;a^$tL-c-7 3i-;v^-e 
•e^T.-rtLTfc^M^i^wtic 1 ~ 4 t;v^;v^t-*^o ) . -NHC0]srH2> -CH2CH 

(CONH2) NHCOCH3. 

[<b 1 8 1 



-CH2CH(CONH2)NHCO 



VJ 

[^bi 91 

-CH2 "2°^ 

HO 



R 

■^r2^7 



i~4t;i^^;v^. C1-4t;v3^v^. c 1 ~ 4 t;i/^;v^^^. C1~4T;v^;v 
X ;i/ -7 -f c:^ C 1 ~4 T;^^;^;^;^*^;^^^ ^^uy>m^=F> i fzii y )^ t ni' :>< 

'f^)\^mx^^izm^^fitzi><0) ] ] X^^ti^^t'^miiLili^^hom. tfzl± 
(2-22) 



Hl:2 01 




22-2 



22-3 



(2-22) 



[^4". R2 2(±7K^ir,^=^t3t{±C 1 ~4(?)7;V^;V*«:*5bL. 

mmt R * 7t « s :i#'f ^^t>L. 

R22-2:fej;t;fR22-3(^^^j^^^Y 1 1 'i>lcC 4 ~ 6l@Ov^nT;V'5--^l^S*?^^L> t 

R22-2 j3 i yfR22-4 ^^^j^^Xis J; CKY i: i: ^) l:: C 4 ~ 6 1@0-> iJ' n T;i"5r-;v^S:?^ 
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^-v: 15/E 



— (2-24) 
[it2 11 




>24 



(2-24) 



HO 



24-2 



R24-^7&«i?-E®<0^ti^ |Wl7X^3fefia-|iB«'^t^o ] ■C^$tt-&'fb'&%^> L < ^±-€-^^ 
3 1 1 

(IS, 5S, 6R, 7R) -5- [7 Kn^rv- 6 - [3 (S) -liKn^v-3 
-^'f-A'-l (E) -:i-i^7^-;i^] tfv^J^n [3. 3. 0] :^ h - 2 -^>- 3 - ^ 
] ^ 

(-) - [1 (R) - [1 « (Z) , 2 ^ (R*) , 3 a] ] -7- [3-11 Kn^->- 
2- (2-V: Ko^v-3-7iy ^vyn^j^^i/) - 5 V v^' n/^>"f^;V] -4 

—•^■ff-yM 4- (^>'V^;vT5/) 7i-;vj:.;^-f 
^f-;j/-7- (2 iff- (6- (1 -v^'ci^;^^;V'-'f ;w) - 4 R- 1 Kti#v- 4 
^;v-lE, 5 ;v) - 3 a -ti Fn^v- 5 -Jj-^v- 1 R, la-v 

^^n^>'-?^;v) — 4 Z — '^"T't-:^^, 

9-:^^V-lla, 1 5 o-v^H Kn^v- 1 6-73l/^v- 1 7, 18, 19, 2 
O-x h7>';vyn;^^-4, 5, 1 3 - h 7 >:^— h U ^;VJ^;^7^;Vx ^ 

[W*:^ 3 2 ] 

EP 3f^m^^i:^-r^mM-^K l 6-7a.74rv-a,-l 7, 18, 19, 2 0--rh 

7 y ^v- p G E2 ^ + ? 7t{±-e-o:^)&^^^^$ tt;!.— m±o<[:'^i^-e^ 
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mm^m 

[0 0 0 1] 

[0 0 0 21 
[0 0 0 3] 

[0 0 0 4] 

Cl^itT'lc. ynXiJ'rr^^v^E 2 (P G E 2 i:B&|Bi-^o ) <r>■^^■\z^\)^ $fc#<^ 
«^=SrWJ1-^^'^ffl^>ri-'&C:i::d««^:&tLT;fef) ; #ia¥6-227985-^^ # 

K^:fcM2 ; *|liJ^^^6,133,230-^) . :/nx^'i5'-7i^v^>$## (EP) ^^8^I%K^±^ 
^^*]ft#|S|#r&|g3^Jt^«)#*i:»i#^:}x*o PGE2{±. K^'m:^/:^'^- K't' 

i)mhiXX\^^i>o \^i}^\^ti:ifih. PGE2e^^{±. ^(O^W^^ii^^-m^t^fz^fzib. g 
[0 0 0 5] 

PGE2$S#:tHi. ^ft^fl'i9Ln<Dmti:'Dtz^-y^^-f<D^^ifl^t^'DX^^. 

t-r-lCEPl, EP2> EP3^ EV A<r>^f^ ^ -fiim^^ixx^^^^ (#^#ilF:S:®t 1 # 

^ o 

[0 0 0 6] 
[0 0 0 7] 

m) . #P§2000-128858-f-^^ (iff 7 #M) ffia-T^-fk-^t/^ BII^<ZrP^^99/33794-^ 

tt=:S:ife9#fls) iBa<o<b'^!^> ii^^pm95/i9964-^/N°>7V y h o#BB) 

mBmoib-^J^, iII^'2fiatl98/28264-^/N°^7V«y h 

^ gi^<zj^ii99/i93oo-^/N-^7 h 1 2 #BB) um.(r>it^m. E>cfli#m^aiM 
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<2:mm9n32i^mmm i^w^scmi smm) iBm<7)'ft-^%. AH-13205 (^#tt=:5:M3# 

m) , CP-533536 mWf:P:mi 4#BB) , fflr^<2rPg^98/58911^/^°:^•7^•;/ b (#|^^:Scm 

1 5#jS) fEm$iT./^'fb^%> ^iI#i^Fll5. 698. 598-f-^§^* mWXmi 6#Ba) ffif^ 

*il^m^^6,376.533-^?gffl# (i^l^^^Ml 7 #M) I5«0'fb'g-tfx Butaprost 
^> L< tiRioprostil 8#bb) x Misoprostol (J|#^:iCifc 1 9#M) ^ ;feJ:O^A 

Y23626 (##fl=:i:M 4 #fiB) 

[0 0 0 81 

S«^6<JEP 3{1^lti%Sh LTli. @^^lill98/34916-^/N-^7P-;' h i^^XM. 

2 o#fis) lamco'fb'g-^^ #w¥7-2i5929-^<Zf# mm':$cm2 i#HB) ismo'fk^^^ # 

ii¥8-239356-^<&^ imwxmz 2^m) mm<oi\:^m. m^<2:mm97mo9i-^^-^>yu 

y h mWf':Scm2 3#BB) Um(D^t^m. HI^<2r^^99/25358-^/N':^7V-y b (^W:^m 
2 4#flg) lafg^^^b'^J^, J|#il¥ll-012249-^&# 5#m) IB«^<^'fb'^i^, 

#||¥l0-168056-^<&-^ (#W^:fcm2 6#M) IBm<7)'fb^t?> # Pi ¥7-233 145-^<2r^ (# 
W^:S:m2 7#flS) mm.Oit'^m. TEI-3356 (#K^3S:M2 8 i t>'#^#tt^:fcM 5 #M) > M& 
B28767 (mW:Scm 2 9 is J: y^^J^f^^^tM 6 #HB) > GR63799X jtM 3 0 :fc J: X/W^W 

7 #B^) . SC-46275 i^We^-XM. 3 1^X X/W^Wf^XM. 8 #M) ^ Enprost i 1 
M3 2#M) . Sulprostone (#fl^3tM 3 3 #M) tuTv^^o 
[0 0 0 9] 

#^^^(£^1^ i*:#iiiaii5a> i«:#:53-^ifpfij^ w^^mm^^mMi> L < im^:Gmmm<D 

[0 0 10] 

1 ] 6-227985 -^^2r# 

mw:^m2} ^mii^Wf^me 13323 o-^-mmm 

mWf^XmS] #PS¥6-2 2 7 9 8 5^^m 

im^XM. 4 1 ^mt^Wf^m 6.1 3 3,2 3 0 ^mmm 
{!^wxM5] mmmwf^mm^mms e 0 4 3 o-^-mmm 
mwi'xm&] #iB¥i 1 - 1 9 3 2 6 
mwfxm?] wpi 2000-12885 s-^^m. 

@^i2rl|||9 9/3 3 7 9 4-^/^°^7 V y h 

[s^Wf^xmQ] mmmwmm<^mm9 7458 0-^^^ 



mm^xm 1 0 

[#^:fc®^i 1 
[#W^:ScM 1 2 

1 3 

imwirxm. 1 4 

l#m=:S:]Sti 5 

mw^xm 1 6 

1 7 

li|tt^^:fcM 1 8 
I#fF:fcmi 9 

mwxM.2 0 
im'f^xm2 1 
mwf^xm 2 2 

[^W('XM2 3 

2 4 

im'fxm2 5 
mwfxm2 6 

[#fi^:fcM2 7 
[#WF:fcm2 8 



95/19964 ■^/^>y U-y V 
98/28264 -^/^ >yUy V 
^^WH 99/19300 -^/N' yyuy h 

mms^wmm<2:mm 0911321 -^-mmm 
mmwwmm^^mm 1 1 1 0 s 4 2 e-^mm 

mm^&m^Q 8/5 8 9 1 1^^n*>7 V-y h 
:HtS#fi=»5, 6 9 8.5 9 8-^^«B 
^H^fPlI 6,3 7 6.5 3 3 ^B^^ 
^mS^Wfm 4,1 3 2,7 3 8 

3,9 6 5,1 4 3 ^mmw 

SI^^Pm9 8/3 4 9 1 6■^>'^•:^V l^y h 

- 2 1 5 9 2 9-^<2r 
#ii¥8-2 3 9 3 5 6-^^ 
ll^^PI0 9 7/0 5 0 9 l-^/N'^yi^-;/ h 
il^'2rgSSl9 9/2 5 3 5 8 > 7 V y h 
ijf r?^¥ 11-01224 9-^<2r 
#ll¥l 0- 1 6 8 0 5 6-f-^ 
#I3¥7 -2 3 3 1 4 5-^>5^^ 
*S#fl^l^ 4.6 9 2,4 6 4 -^-mm 
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3/ 



{^WfXmZ 9] #^BS5 1 - 1 2 5 2 5 5-t^# 
[5^1^:4:^3 0 1 #^BH 61-249951 -^^ZrlR 
[#W=:}fcM3 1 1 :5itH#i^FS 4,8 6 3.9 6 1 

mwx^s 2 1 ^ii#fi=^ 3.9 8 5.7 9 1 -^mmw 

{WWf:$cm3 3] EJc^-Hitffi^^o 1 3 9 6 0 s-^mmw 

[#N#W^:fcMll Negishi :i1-2^. • ^j-::^- K • ^t^j^-^ 

-X ' -tJl" (Journal of Lipid Mediators Cell Signalling) > 1995 

^Um. p. 379-391 

[#M#lt:fc^2l Nitta H. • ' -ir-f ' 7r;i'vrjni/- (Japan 

Journal of Pharmacology) ^ 1999^^ IS79(Suppl. I)^^ p. 604 
I^#fp:ScM 3 ] Anthony •^S^. 1j f'^V ^ — - h^y y ^ - 

— (Cardiovascular Drug Reviews) ^ 1993^^^ ^11^, 112-f-, p. 165-179 
{W!^WfXM4] Coleman RA> ^2^^ T K/-?>>'-X • > • -^xi ify y 

, \ n ry Y - u ^ u Y^) x.y - \) ^-'f- (Advances in Prostagiandi 

n. Thromboxane, and Leukotriene Research) ^ 1987^^ ||17A^, p. 467-70 
\Wm^-Xm.h\ Negishi M. ^5^. fUT.^ ^'7yVvX (Prostaglandins) , 1 

994^. 1148^, ^5-^s p. 275-83 
[#^#m^:fiCM6l Adam M. ^8i&, V o^-fT. ^ (FEES Letter) . 1994^. 03 

38#^ ^2-^. p. 170-174 
[#^lt:S:K7l Bunce KT. :51-9^. T K/sf>->-X •-('>'. y^n ;^ ^J'* v > v >, 
h n yi^ii-^y, T>'K-n^'nh';a^>'. (Advances in Prostaglandin, 

Thromboxane, and Leukotriene Research) ^ 1991^^ 021A^^ p. 379-82 
\W^WXW^%\ Perkins WE. ^8i&. -J^-^)}/ • H^f- r iV^uuV- ♦ T 

> K • oi.iJ' J^^V ;?< ^'rJ';!' . -t:9 t: JL — f- -f X (Journal of Pharmacology and Ex 

perimental Therapeutics) > 1991^. ||259%> 03-^. p. 1004-7 

[0 0 11] 

%%m<r>m.m\U EP 2;fcJ:t>Vt^(iE P 3f^K|!^K«r#:t-r^#:#P^^m?^^^J 
[0 0 12] 

2^f§We>J±, EP 2:feJ:t>Vt7t{iE P 3 LTV^-g> i t 

2 i5 J; i>v * {± E p 3 f^i*!^ s \z.^^% ^^%m'^m if'^-^'t c t ^ M m L 7t o a 

[0 0 131 

1 . E P 2 43j:tF/^ fvTtiE P 3 LT#^-r 'Blfe'fr 

5 . ife-tiSaJiaiiJitteiijW t?^ 2 1 7^: {± 3 fB«0|fe#BI«5^m?6St^fiI. 

6 . #:#^fla^<b^jt^J-rab ^ ttr^^ 2 1 7^: fi 3 iBmo|fc#M^^mt&5^^J> 
7 . lfe#:5J!?t'ffc^fij?[ijT'*sm:* 2 t /vrti 3 iB«o|it#5i^;^M?^i«^J. 
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10 0 141 

1 3. •^f'f ^ U >D lmRNA|liai)£ji^J-e*);g.fr«2 i yi:«3lBm?)$fc#Pm^M?^ 
1 4. :^-;^x5i-*'>'-f->mRNA%^Jfp$(I^jT-^;?»ltrJl2 ^7t:(±3|B^O^#giai^.m 

1 5. 4fc#^^Mf^ffl. ^#^)3&iiMiifpffl^ 4fc#iaia:»''fb1£it'f^ffl. 

i^^yDl mRNA|&m'^S^if^^^ J:t>*:r;^T-:^#>^>mRNA§iaWlSUf^ffl*-f>M 
[0 0 151 

16. -^^^vyDi mRNA^m^mMX'^^mmsmm'Ty^'WmMmB.^i^mM. 

1 7. :tX-r:t'}?>"^VmRNA^mWJ^^JT'ab^BuJM7lB«<^$J:#^iS^m?^5^SJ. 
18. EP 2 ^/ctiEP 3<^lil?Sti^^-r'S2^K7&^ EP 2i^ljliStt«:JtLTV^T^) J: 
v^E P 3fPliifStt^7ri-^!^K4/v:{iEP 3f^lljfgtt=^7tLTV^T^ iv^E P 2f^ilifg^ 

1 9. EP 2<^Iiivg14^:ti-^2i»«:feJ:0''EP 3fpKiiSte^^-r^%K<7)a'^-a:;j-ib^ 
20. h^^x^*-^:^ iTiiJiHT- )S . ^ > ^ >'mli5g@^^ m*ttM^*fflBa 

±(^t?Kt#]®lfEft<;9EP 2*5j;OV^/i(±EP 3f1pi!i?S14^^-r-2)t>Ki:<^».-^-^>^^ 

[0 0 161 

2 1. EP 2i5J:t>V^/itiEP 3fFijjM'l4$:*i--l>i^«=£r^#i-^c:i:S-#Sfci:-r;S, 
2 2. EP 2:j3J:af/t/itiEP 3f^Iiimtt=Sr^-t'&!^K=lr-»-r^Cli:^#mi:i-i. 

P 3^^lli^14^*-t-^i^SO'ggffi. 
[0 0 171 

2 4. E P 2imm^^m-t^Mi!)K -Wi^ ( 1 - 1 ) 



(CH2)n 

— (1-2) 



[fkil 
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V? : 5/ 



[it 2] 




(1-2) 



(CH2)na 



(1 - 3 ) 




COR 



a-1 



(1-3) 



OH 

R 

OH O 

(CH2)nb 

-^^ (1 - 4 ) 
X-* I (1 -4) 

[0 0 18] 

25. (5Z, 11a, 13E)-17, 1 7 - yo/N'/ - 1 1 , 16-vtK 

n^'>-9-^'nn-2 O-yjVT'nj^^'-B, 13-v^>'^^ (5Z, 9/9, 11a 
, 13E)-17, 1 7-7'oyNV- 1 1, \ %-V\LYx2^=y-9 -i^uu-fUT.^ - 

5, 13, 1 ^-y')3uy^^fz\t^fLh<Dm.i)^hm^^i\^^—i>x±.<Dit'^m'^^^wi^ 

[0 0 191 

2 6. E P 2 -Jlfe^ ( 1 - 5 - 1 ) 

[^bs] 

o 



O (1-5-1) 





OH 
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'J : 6/ 



(1- 
[<b6l 



5-2) 




5-2 



(1-5-2) 



tfzit 
-Wi^ (1-6) 



•s 



(1-6) 



M' 



(1-2 1 ) 

Kb 81 

o 



^ (CH2)6-C02CH3 
/T R2^-2pj21-3r21-4 



(1-21) 



HO 



R^i-^OH r2^-« 



(1-23) 

I'fbQl 

23 CH2-Y2^-(CH2)3-C02R^^ 



W,23 



p23-2 p23-4 




(1-23) 



yZS' p23-6 



r2W ^qpj2« 



[0 0 2 01 

27. h9>:^-2- (4— (1 -t Kn^v^^v;!/) y -5-:t*V>'^' 
2- [3- (4 - t e r t v;v) -N- (tf V v>- 3 -'f ^i^:^;!'*-^^) 

[IR [la, 2^ (IE, 4R*), 3a]]-3-tKn^v-2-[4-liKn:^ 
'>-4- ( 1 -yn v:;V'>^' n-:rf-;v) -i--:r-r— ;v] - 5 v n^:^^ >- 

(2R, 3R, 4 R) -4 -11 Kn^'>- 2 - ( 7 - li Kn^ v'^T'^;!/) -3- [ (E 
) - (4RS) - (4-t Kn^->-4->>{^;W- 1 -^a-^T^^^W ] 'yi^u^Vi^yy 
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7/ 



R 



, ( + /-) -1 6- a, p 

[0 0 2 11 

28. EP simm^k^m-r :bmm\ -m.^ (2-1 0) 

iitl 0] 

10 



(2-1 0) 



H Kn:^^^/- 1 6 PGE1:>« 




10-3 



^r»10-1 



OR 



OR^°-2 



(2-12) 
[-ft 1 1 ] 



12-2 




(2-12) 



[0 0 2 2] 

2 9. 11a, 1 5 a -v^^ 9 -:t^y7°n;^ ^ - 5 Z, 13E-vJ^>m. 

2 - [5- [2- [N- (>?-7 ^;t') * ;i/>'-«^ -f -^^^v^-l- 

[0 0 2 3] 

30. EP simm^'^mir^mm-d^. -m.^ (2-1 8) 

[^b 1 2 ] 

18-1 




COOR 



18 



(2-18) 



,18-2 



^iw 



£^ (2-20) 

[<bi 3] 



(CH2)nhX (CH2)meC02R 



20-1 



HO 



'OY 



20 



(2-20) 
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8/ 



(2-2 2) 



[-ft 1 4 ] 



CO2R 




22-2 



22-3 



(2-22) 



nL> ^ 



(2-2 4) 
Utl 5] 

HO 



HO 




(2-24) 



HO R' 
[0 0 2 4] 

31. (IS, 5S, 6R, 7R) -5- [7-tKn:^v-6- [3 (S) -HKn 
^v-3-^^;V-l (E) -:ti^T--;i/] lf->i^n [3. 3. 0] h - 2 - J.>'- 
3 -^^ Jl'] 

(-) - [1 (R) - [1 a (Z) , 2 ^ (R*) , 3 a] ] -7- [3-t Kn^^v- 
2- (2-H Kn^'>-3-"7iy^'>-/n:H^v) - 5 -t^^Vyfr u^o^fV} -4 

4- (^>V-f;vT^y) 7ai-;va^p^T-;v> 

;><-^;v-7- (2 iff- (6- ( 1 -'>^n^>^;v-^;i/) -4 R-H Kn^v-4 -;>« 
•f-;v-lE, 5 E-^^-9-v^J^^;v) -3 c -b Kn^v- 5 -*^V- 1 R, la-v 
^n^>'f-;v) - 4 Z-^zf7^>Wk^ 

9-^^y-llo, 1 5 a Kn^v- 1 6 ^ V- 1 7 , 18, 19, 2 
0-7^ h9/;V7'n;^^-4, 5, l 3 - h ^ h 'J 7^:^i'?■ 

3 2. E P 3{^l!jrStt^J:^-t--2>%M75^ 1 6 - 7 y ^ v- a; - 1 7 , 18, 19, 2 

[0 0 2 5] 



10 0 2 6] 
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2 0 0 3-2 8 0 1 9 1 v : 9/ 



^fc#»^^^ • iut#^w^^. ^'t*^^^^ ggisifc*:^]!^^^!: 

.%tt'fkMte^liJife> j^^l^Mfiffifex mm^m^^. ^^tt^Urv h-T*;^, 

mt^. <^m. mm^-w^^ ist^'wm^^m. ttzn-w^-^zcy vma^mi'fhn, -e 

[0 0 2 7] 

\z\tWiMmk(omimmi>^t^^mx-^:ho ^<o~uit. M^'^mmmm. ^%mm.^it 

10 0 2 81 

^ o 

[0 0 2 9] 
[0 0 3 0] 

^-^8 (TGF-/S) . >y?.u :^^tit5itE3^ (IGF- 1) . ^m^mmwmmmmm 

^ (bFGF) . ±&mMm^ (EGF) t ^ > X^m.^^. (GH 

) X iflL/h^fi5feii5itH^ (PDGF) ^*«^t>tLTv>-g,o ^^^^(Diik'^mmmM^Mmii 
[0 0 3 1 ] 

(r>m:m.t\^xmfhfL:hmm^%^mtmt, m.'^ismt^'^^'mm-r^ixm.m^j^m.'^^x 
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^-v: 10/ 



10 0 3 2] 

^ 7'nf-T--b'i&^|Bl^$tL-CV>-g> (Tortorel la MD. ^7^. v • • ^ n 
V 5 :^ h - (Journal of Biological Chemistry) . 2000^> 0275%^ ^24-^. 
p.18566-73) o :*:|§^Olfc#^«SJtp©J^J{i, v^-rtt(^^«tc J:^;6>^F^:b-r> <fe#»SO 

< 1ttgfi:T «r tt) X. -g> C t T&^-e § o 

[0 0 3 3] 

-r^mn. EP 3flP«iffitt=&^1-^i|^Kt/c(iEP 2{^fi)VS14i5j:rFEP S^^l&iStt^^ 
[0 0 3 4] 

EP 2l^lllfStt=&^-r^i^«tc(±, M«^fi<ji;EP 2<'^K)?S14=^^i--2.2^R. 

6<j E p 2 ^ ^1- ;s, 2^ g ^ ^tf o 

[0 0 3 5] 

^^fi^JtcEP 2i^ijimi^^*-t^!^K{i. EP Sf^i&fSl^k'&^L-Cv^T^) J: <. »tL 

< {±^ -e-0^^tll?Stt:6^ E P 2 i^W}m^<D 1 / 1 0 iy.Tt /tJi 1 / 1 0 0 i^iT. 0^ L < 
(±l/1000mT-eab^tfK*-^tro —Ij. #^6<Jt-EP 2f^tl)Mte=^5ti-^2>J^K{±> EP 
2 WcD'7'n;^^iJ^9>'>^^^##{^»lfgtt(DV^-rtL^>76^ EP 2 flPl&rgttO 1 / 1 0 J^JL 

/wt± 1 / 1 0 0 JiiLT, *f ^ L < {± 1 ymoiikT. xn^tLiiti /iooooJty.T-e^> 

[0 0 3 6] 

EP 3j^»m^^-t^tfKt'(ix ^*^fi<jicEP 3^^ii^iS^4^^-r'5>tlH^ $?>ic#^ 

fi«JtCE P 3{^l&?Stt=S:^i-:S,«^«^^tPo 
[0 0 3 7] 

< it. 't<7>imiS^-dK E P 3 {^SjfSttO 1 / 1 0 JiilT* fwti 1 / 1 0 0 JiHT. »^ L < 
{4 l/1000mT-e^-&%K=Sr#tPo #^fit>t3EP 3f^Kl?S1±=S:^i-^t/K{4> EP 
3Jil.^<^EP^^I&?&ttOV^-rti^>>6«> E P 3 <^ill?Stt<^ 1 / 1 OmT^/ct±l/l 0 OJ^:l 
T^ itft L< {±l/1000J^JLT^ J: 19 «ft L < {i 1/10000 J^JLTtrab^!^ K=lr^tfo 

[0 0 3 8] 

EP3J:J9EP2 i^mm^-if)^^^^^. EP2J:i)EP3 {^l&ffiti5&«5^v^#S^ ^ct± 
(5 tJI^ ^ O^^lj =^ ^-r R ^ ^ tr o 
[0 0 3 9] 

:^^m<DEP 2 idXV^XtfzitEP 3i'^mf^^^^ir;h(^^ii. EPl. EP4. '^^n 
tf^{±EP 3<7)v^-rtT.75^1g:V^:^(0<^»lffi1±0 1/1 OJ^T^Tttil/l 0 OJiXT. L 
[0 0 4 0] 

#tc, EP l^feitFEP 4f^i!lfi^tt7&^ E P 2 t/ctiE P 3<^v^-ftL5&^'®v^:^<^<^illfS 

$misi^^j:EPi^mm^x'imi6hfi^j:7!)^^rzm'W^^iS:m. ^^mmmmviiM. 
tk^mik^imm. ^'W^mmm. ttzuw^^^ii^m. ^ hizit^'WW^^m^M^ 

[0 0 4 1] 

■^■ 
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^-v: 11/ 



I-fbl 6] 



t±^M<7)[P]C^ffllJ (-f ^ *> a - IBS) 

l^b 1 7 1 



mi 8] 

[<ki 91 



Hb2 0] 



I'fb2 1] 



[<b2 2] 



[0 0 4 21 

^m^W (liS^tt#. . TlS-fb^t^^ iate^1-4#:. c:^x'bcottjt<o#j'^<7)iS'^ 

[0 0 4 31 

m^rLTtrfb-^^^&^w^^tL, $<btc, ^(D^%(out.i.\^^i\L^mtLx. (1-1 
) 

I<b2 31 




(1-1) 



(CH2)n 

R^-2{±7K^J!^T'> C 1 ~ 8 <^t;i/^;v^, C 2 ~ 8 ot;v^— C2~80t;v^ 
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^-v: 12/ 



tfziil ■-3m<0i^J.T<0 (1) ~ (5) 0*-C©Jfe$^TV>^C 1 ~8<^T;v^ 

c 2 ~ 8<ot;i/^^;v^, ttinc 2 - s <r>7 )v^^}\^^^:Mt>L ; (i) /nu^ 
>m^. (2) c 1 -4<7)t;v3^v^^ (3) c 3 ~ 7<7)v^ nT;v^;v*> (4) y 

Sfcti (5) 1 ~3^icO/^^^^J!l^, C 1 - 4 (^)7;^^-'^^^ C1~40T 
ntiO t7^:f± 1 ~ 4 0|l^<£:^:bi-o 

7tfiL> (1) 5 -6&h 1 3 - 1 4<5:{±IWIB#lC=m^^=£-^^5$^V^o (2) 13-1 
[0 0 4 4] 

-f&L^ (1-1) '^7F^fi^^t^m<r>o%. x^outLiii. m^i£. (5z, 9/?, 

11a, 13E)-17, 1 T-T'n^NV- 1 1, 1 6 - v t Kn 4r 9 - D n - 2 

o-/;vynx^-5, 1 3 it/^e*^'; (^K^-fk^trti^ -en-rttoN 

0-8815*3 iO^ONO-SSlSLy^ (Nitta H, i^^^^> • • • 7 r ;V 

-7 3nv'- (Japan Journal of Pharmacology) ^ 1999^^ il79(Suppl. 1)^. p.604^ £|f 
^^ll-193268-^<&#) o ) X t/cti (5 Z, 9^8, 11a, 13E)-17, 17-^ 
n/NV-11. 1 6 -vt KD^v- 9 -i^ noyn;;?.^- 5, 13, 1 9 - 
(#Pg2000-128858-^^##M) t fzl,i^<7)m^mifhti^o 
[0 0 4 5] 

— ®^ (1-1) C 1 ~4 T;V^;v^i:{i^^;v. ynif;i/, r^;V:f3j: 

. 7'^;v. ^>'^;v, ^^v;v, :t ^^;vi3 j:tf'?-n.^<7):^MM'tt#S^^ 

;V^i:{±x j:.-?- — -/oe^^V, T^=.)\,^ ^Z/^z:.)V^ v^^v^;V^ :t 

ir^-)Vis2:X/^ixh<D^^mm^^M^M^L. C 1 ~ 4 T;vn ^->*i: t±, ^h^v 
, jcb^v, 7'n>K^v. y h^v;feJ:t;^-etLib<^>45-^M^14#^*^i*L. C 3 - 7 

[0 0 4 6] 

-2) 

[fb2 4] 




(1-2) 



R2-2{ic 1 - 4 ot;w^v:^*. C 2 - 4 <dt - S -C i ~ 4 ot;^^ 

l'^'^. - S -C 2 ~ 4 <^T;U'$^~^>^. tfzliC l-4(Dr)\^^l^>-S-^^^t> 
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#M 2 0 0 3-2 8 0 1 9 1 ^- i^ : 13/ 

^tiC 1 - 4 (?)T;1'^;WS^ C 1 - 4 iiOT^V^^v'ft^ — 7 J.::i;i'-C 1 — 4 

<7>t;v^;u^. R^-'^-OO C-C 1 ~ 4 <^T;^^;^*^ R^-^^-ooc-c 2 ~ 
R2-5{ic 1 ~ 8 <^t;v^;1'*x c 2~8<^t;^'5^^;v*x C 2 ~ 8 <^t;i/^-;v*x i 

-3m<0&sT<r> (1) - (5) <^*t?fi^$tLTV><g)C 1-80T;V^;1'*> C2~80 

t;v^-;1'^, i/c(iC 2~ 8<^T;i^+^;w^=^^t)L ; (l) /Nn^^-j^.^, (2) C 
1 ~4<ot;v3^v^, (3) C 3 -y-^v^nr;!-^;!^*. (4) ttzii 

(5) 1 ~ 31i<7>/^^'^r'>Jl^^ C 1^4(r>T)^^)Vm^ C 1 - 4 OT;V3 ^ — h 

n a {± 0 i yi:t± 1 ~ 4 (D^m.imt> 
[it2 5] 



[0 0 4 7] 

-^5^: (1-2) 4'. R2-^^ R2-12, R2-32, R2-33^ i3 i tKR ^ cf. (7) CI ~ 4 (7) 

a*R2-5;6^^t)1-C 1 ~4<7)T;V3:^v*tl±. ^h^v, J^h^v^, 7°n.l^°^v', zfh 
^v:j3j:tF-e*t(b<7>Mtt#^itl*Lx R2-^;{|S^^3-rC 1 ~60T;i/=3^i>lfei:l4> 

7°n.i^°^v, yh^v. ^>^;v;i-^'>. ^ ^ v ^i' :t ^ v is J; t/-e ti ib 
0*tt#:S:itl*Ls r2-324>oc 2~4<?)r;V'5^-;i-^i:{±. yn^^;w, -/-r 

v'^-f-U^, hVj^'f-uy. T h7 ;^^uyisXX/^iXh<D^^i^^1^ML. R^- 
C 2 -460T;v^w>^i:{4, }£~uy, zfu^cz-uy. :/-r— 

*tA><0^14>j$:^itl*i-'S>o — fiS^ (1-2) "^J. R^-Hmt>-rC 2-~8<DT)l^^zL}Vm 

;v^«tt>'-?-*T.ibo^tt#:^Tti*Lx R2-5;^?a^-rc 2 ~80T;v^^;v^fc{±. o^^- 

7'ni::°:::^;V, y^f-— ^c^v^;U, jf^ ^ — ;i'i5 J: O^-g- 

[0 0 4 8] 
-3) 

[-(1:2 61 
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^-v: 14/ 



R3-2{±7X^MT-^ C 1 ~ 8 ot;v^;v^^ C 2 - 8 ot;1"^^;v^> C2~8<^t;w^ 
-;v*^ 1 S'ficTjiiJLTO (1) ~ (5) o*-ettJ^$tT.Tv><s c 1 ~ 8 cot;v^;v^. 

C 2~8<^T;1'^-;V*. ^fv:{±C2~80T;i'^^;i'^«r*^L ; (1) 
, (2) C 1 ~ 4 <7)T;V3^->^, (3) C 3 - 7 <^'>i5' nT;^^;V*> (4) 

S> tTtti (5) i-3m<o^^uy>^^^^ C 1 ~4 ©t;v^;v*s C1~4<^t;1':3^ 

[0 0 4 9] 

7'ne;v, •7''f-;v> ^4rv;w, :t i^^)\^isxxf^ivh(Dm^i$' 



-^^v^;v, J:r>''?-tLe><7)^'14#:^itl*L> R^-^^<D 



^ a^mrv^ yui^^i^^ yh^v. ^>^;V:j-4r'>. v;fe J; ti^-etLibO^ 

tt#^^l*L^ R^-2 4'cOgj^*;{»s^:b1-C3~760v^'nT;v^;V*i:t±. v^nT'n 

[0 0 5 0] 

:^^m'DEP 2i'^mm^^^ir^mMtLX. #M2002-58487-^. #M2002-2 

16567-^. tfzi,±!^m2003-izu7-^mm.mmmi^t?>w,<oit^mii^mifii>f^. ^hK. ^<r> 



['fk2 7] 
I " (1-4) 



4) 



A*-Mi 1 ~ 2'ii<^c 1 ~ 4 T;i'^;i^*-eg^$tL-cv^t:^) J:v^ii:SI<7)C 2 ~ 8 t;v^ v 

1 -2'f®OC 1 ~4 T;V^;VST'g|^$tLTV»T^> iv^micoC 2-8 T)\^^=-V 

* ;^:t4 1 ~2'l@«oc i~4 T;i^^;w^-ee^$it-cv>-c^) J:v>]i:M<7)C 2~8t;1' 
G*-M± 1 -2 4000 1-4 T;w^;v^-eg^^*LTv^-C^ J; v>ii:il(^C 1-4 t;v^v 

V'fts 1 -2'(@OC 1-4 T;W^?V»-Cg^$tfCV^-C^> j: v^ttMOC 2- Ar 

tfzii 1 - 211(7)0 1-4 T;v^;v*T-gi^$ttTv^-c^> .tv^lttMoC 2-4 T;v 

G*-^ii-Y*-m. -Y*~mi-&. -Wl-Y*-^. tfzit-Y^-C 
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^-v* : 15/ 



1-4 r)V^ly>-Wl -*^^feL. 

R*-M±7K*1I^^, C 1 ~ 1 0 T;l/^;i/*. * fcliC 2 ~ l 0 T'>;^*^r^t>L^ 

G^-^ti^^-a-^ 1 ~21i<oc 1 - 4 T;i'+;i'^T-tt^^^$n-cv^-c^) iv^itiftoc 1-4 

T;V^^>^. 1 - 2'|@0C 1 ~ 4 T;i'^;V*t:"g3^$tL-CV^-C^ <I:v>itfS(^C 2 - 4 T " 

^/^{i 1-2-000 1 - 4 T;v^;v^-Trtt!^$;fLTv^-C^> J:v^EiI<OC 2 
~ 4 T;v^^W>^^^t) 

D*-Mi-COOHS. -COOR*-^^. -r h 7 V*- 5 - tf^Ji-CONR 

R*-2(iC 1 - 1 0 T;i/^;i/^. ^i-;!^!^^ •7i^;i'^'Ce^$tL7^:C 1 - 1 0 T;i/^ 

R^-3{i7K^ig^^t /c{±C 1-1 QT)V^)\^^^Ut>\^. 
R^-^fiC 1-10 T;i'^;v*t 7'cti7i-;vft=^^t)L^ 

D*-2{i-CH20H*. -CH20R*-^^> 7Ki^»> -OR'^-^m. -CO 
NR*-^R*-^^. -CONR*-^ S02R*-**> -CO- (N H - T 5 7 C O) « 

-OH^, -O- (C0-T5 y^^^-NH) a-H^. -COOR^-^S> -000- 

R*-io*, -coo-z*-i-z*-2-z*-2^. 



R*-M±C 1-10 T;v^;v*^r^t>L> 

R*-«i3J:cfR*-7{i-e*L-rtL^i$jtLT. HmW^^ifzltC 1-1 OT;v^;v^^^t»L. 
R4-8{i7 ji-;w^-ee^$tL^cC 1-10 t;v^;w^^^^l, 
R''-^{±C 1-10 t;v^;v*. C 1 - 1 0 t i^::3^z^mi^X,xfj^uy>u^-fy-hm\tiL 
:h 1 - S-fgioejfeST-gi^^tL-cv^T^ i v>e7 ji-;v^T'S^$:jxfv:C 1-1 0 T;v^ 

iTttic 1 - 1 0 t;1'^;1'*. c i - 1 o T;i'3^->*i5J:t>VNn>5'':^j[i^/e'^^M 

R*-i°{±7 Jt — ;U^t7t{±C 1-1 OT;W#;^»=Sr*^L> mtil *7tt± 2 
L> 

Z*-MiC 1 - 1 5 T;i/^v>ilH C 2 - 1 5 T;V"5^^w>*. ^/ctiC 2 - 1 5 T;u^ 

24-2(i_QO-^, -000-^. -COO-H, -CONR*-^^-*> -NR*-"C 
O-^. -0-*. -S02-^^ -S02-NR*-^. -NR*S02-S. 

-NR*-"-^, -NR*-2*C0NR*-"-*> - N R*-^^ C O O -^x -OCONR^" 
^fc{iOCOO-*^^^pL. 

Z*-^(±7K^/I?-, C 1 - 1 5 t;1'^;w^. C 2 - i 5 t;1'^-;v*^ C2-15t;v+ 
— 5IZ'^^ ^ fwtiC 1 - 1 0 T;i/3^'>^, C 1 - 1 0 t;1'^;v^:^-^> Ci-i 
0 t;v^;v-nr*-2^-^. ttz^.t'^z^x-m.^'^ir^fzc i - i o t;v^;1'^=^^*?Lx 

r4-Z1^ r4-Z2^ R*-Z\ R4-Z\ R4-Z5^ r4-Z6^ R^'^^ i iKR^-^ni-g-tL-rtLi^jt 
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^--j: 16/ 



c 1 ~ 1 5 7;u^;v^^ C2-1 5T)i^'y=-)i'^. c 2 ~ 1 5 t;v#— ci 
~ 1 0 t;w3#v*> c 1 - 1 or)v^)v^t&^ idxx/c i ~ i 0 t;1'^;1'-nr*-2« 

<. 

R*-29|i7K«iE^t fcJiC 1-10 t;1/^;v 

E*-Mi 

Hk2 91 



4-11 




OH 

R*-^M±C 1 ~ 1 0 T;i'^;i'S. CI 



1 0 T;i'^;vf-:t 

2-eM:^$*i/v:C 1 



TE-^^tifzC 1-1 

1 0 r)v^)i^m^^t>L 



W*-M±> -S-^> -so-*, ~S02-*. -NR*-i^-*-*, 

R*-^^-Mi;dc^J!I?-. C 1 - 1 0 t;v^;w^. tfziiC 2 - l 0 T i^)vm^mt>L. 

1 - 8 T;v^;i/**^:bL, 

E*-2 }± U*-^ - U*-2 - U*-3m^ ^wtiiS 4 *^^^ 

U*"M±C 1 -4 T;V4r^>*. C 2 -4 T;V'5^— C 2 - 4 T;V^— V - 
M3-^. C 1 -4 T;1/^V'>'^-=S3 C 2 -4 T;l/'5r-V>'a-^3 t 
tie 2 -4 T^V^-Wft-i^S -»«r^t>L, 

U*-2{±#^^, -CH2-*. -CHOH-&. -SO-^. -S 

02-^. -NR*-^2_^^ :^;V;K^;i/*. - N R*-^^ 5 O2 55? ;V.ie-;VT 5 y 

R*-^2(j^^]l^^^ C 1 - 1 0 t;v^;v*. ^ /vTtiC 2 - 1 0 Tv;i'*^^*?L. 
u4-3(ici-i ot;i/^;v*^ /^or^ilir^ t;^3^v*> r;i/^;i/^:t 

*3 J:y^NR*-^3 j^*-^**>i^ib^tm^ 1 - 31icDgJ^*-^g^$a-CV>T^) J;V^C 1-8 

t;v^;w*^ C 1 - 1 0 t;v^;w^, >'^^'r>'/g^^ T^^^^^v^, r;!/^;!^^ 

:^-*i3J:Of-NR*-^3R4-i4^^,^^{^^^ 1 -31@oe3^*-eem$tL-cv>T^> J: v^C 

2 - 8 t;v-5-c^;i/*> C 1 - 1 0 t;!'^;!'*^ ^^uyyj^^^ tKI^^^ t;1'3^v^^ T 
;i/^;i/^:^*i3j;tF-NR^-^3R4-i4^^^^^(j-^T^;g^ 1 - Sliogm^-egm^ ttTv^T 

^><tv^C2-8T;v^-;Hg^ lt4*-ee3fe§tL-cv>^C 1 -8 t;w^;1'^^ i7tf±^4 



iSti, ^2> 3^3:fo<to^^4 Jic 1-1 0T;w4r;v*. C2-1 OT;i">-^;v*> C2- 
1 0 t;i/^— C 1 - 1 0 t;v3^~>^^ C 1 - 1 0 T;v^;i^^^*, /^^'r^J!^?• 

> TKm*, ^hn*, -NR*-^5R^-i^*. C 1 - 1 0 T;V3:^v*t?g^$tL7tC 1 - 

iot;1'^;v^, 1 - 3l@<^/Nn^>j!l^-CM^$tL;^cC 1 - 1 0 r 1-311 

0/^^'5''>J!^^-efi^$^L/rC 1-1 0 T;i/3^ v*-eg^$tL/cC 1-10 T;v^;i/* 
, -NR*-^5R*-»^*-eSi^$*L7^:C 1 - 1 0 T;1'^;H^. SI5*x -O-ms*^ i»5 

^■cfi^^tt/vrC 1-1 0 t;v^;u*, iS5*-egi^$a7tc 2-1 0 t;V'5^-;v*. 

5*-C®Jfe$^^/iC 2-10 T)V^^)Vm^ 3K5*X'gi^$ttf^C 1-1 0 T;W3^'> 

X -0-i^5*T'e^$tL7tC 1 - 1 0 t;!/^;^^, COOR*"^'*. 1 - 3 ^(TJ/Nn^^* 
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1-10 t;^^;v*^ tfziiC 2 ~ i 0 Tv^^w^^i^fjM^^tt^ l ~ 51®<^fil^»T?l:^ 

W5iiC 1- 1 07)V^)Vm^ C 2 - 1 07 )l^'^=-)V^^ C 2 - 1 0 T CI 
-10 T;V34r->*, C 1 - 1 0 t;v=i^v^T-®^$^/v:C 1-1 0 t;v^;uSx 
'5^>'J!^^^ 7K.^S> 1 ~31@<^>'^^^:/M^t?l:^$:i^fcC 1 - 1 0 T;1'#;v»> ^Ttti 
1 '-3m(0^^tiryw.^X-m:^^fifzC 1-1 0 T;V3^v^-cMj^$tt7liC 1 - 1 0 T 

?ti. it2. ^3. w4i^xv'm5ii^^m±Lx. —uttzit^wmnn^fLx\^^x^ 
j:v^c3-i 5<DM^n. tzii-m^Rmnr - . trziii-Am<D^^m,^^ 

W7') -;i/^^^-to 

7)V^U>^^ tfzl,iC2 7)V^:z.uym^Ut>-rt^^ U^'^ ti- C H O H 

U*-3 7j,s/i?;5: < i: ^l>i:o07K^^lcj;o-cam$tt/iC 1 - 8 T^V^^l/^^r^t)-^ 
, U*-^-U*-2'{±C 2 T;V^1x>*S fctiC 2 T;v'>--^>^^^:b:^-r> 

OH^^a*>L. AH^A*-^*^:bL; A*-^7&«Ei^<^C 2 - 8 T;i/^ V >^=£'^:b L. 
E^:i{i?E^-2=Sr^^t. E^-^tJ^U*"^ - U*-^ - U*-^ JJ^'H^C 1 - 4 7 U 

>^^mt>l.. :0^ou*-^75*C 1 - 8 T;v^;v^^^t)i-i: U*-2{±#M^> -CH2 

T*75*m^ii^Sr**>L> X*;{i*-CH2-*^r»:bLs DH^D*'^ ^^t>L. D*-^;&«CO 
OH*'£:^t)L, A*3&^A*-2^-^t>L, G*-^;6«C 1 - 4 T;V^ V G^-^i)^ 
-0-^tfzii--NR*-^-mimt>L. G^-H^M^^^tfzltC l-47}V^]y>m^m 
*?L. E*3&^E*-2=^^t>L. E*-2;&^U''-^-U*-2-U''-2^^^L. U''-^*^C1-4T 
;v^v:/^^^feL. :6>ou*-3 7&sc 1 - 8 T;v^;v^^^:b-t-i: §x U^-^ti^^-^. - 

THmmm.^^m^L. X^;&^-CH2-*^^t>L. D*;0^^D*-^^^^3L. e^t&^e*-^ 
^mt>L. E*-2;65U*-^-U*-2-U*-2*-*t>L> U''-^;&«C 2 T;i^^ 1^:^** TttiC 2 

[0 0 5 1 1 

— (1-4) 4", C 1 -4 Tn'^;i/*i:«> tf :?'^;wgg 

is > C 1 -8 T;v^;i^^i:{i. •/ne;v, y 

-^•/•f-/^. J: t>''e:Jt^<^^tt'|*:T«* «9 . Cl~ 

(i^ ai7=-^;i/^ •/n^j=.;V, 7'7=-:=-;i/, ✓>?>'7=-^;V^ «^^-fe^;V, ^7°7=-;=.;V^ :t^^T-~ 
J:J>'-e-:h-?>0#tt#T*ab i9 > C 2 - 1 0 T;V'5r^;v^i: (i, a:.-r:^;v^ yn^— n/ 

*5iOf-?-tnbOMtt'^T*ab'9. C 2 -8 T;l/^ — ^W^hii. jc^^;i/, T'ntf — 

:j- ^ — i i>*-?-tL^) 0^14#:-e*) 
s .C 2 - 1 0 r;!/^ — T'ne^;^, 
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> i 0^ r -r ^ V > ^X*ib ^ o 
[0 0 5 2] 

— (1-4) If. ii:^<7)C 2 ~ 8 T;V^^ V^^fcti. lffl^/i{±2'f@0- 
fi^'^^:^i-'i>, T'n^^i^^^'^ v'j::.;:.^^^ V 

7-:^u>. -/n^-U^, :/-r-V>^j3i:t>''^iL^><7)M'&1$:-Trab J)> mil*?) C 2 ~ 4 T 
8 T;i^^-l^>'^i:{±. ^4"^^ l'|@^/^{i21@<^Ha^'g-S-:ti-'5>^ yn e 

cr^V^^T-ibtJs C 2 ~ 4 T;V^::^V>'^i: (i, o^^ziU;/, ynif::il/>, r^jr^U^ 

3li5J:a^•e^^f>OM^#:t^^^)> C 1 - 1 0 T;k3 4rv*i:t±. ^h^v. Ji-h^i^. y 
nsj^'^v, yh^v. ^^v;i/:t^v> ^y^;v:t^v. 

[0 0 5 3] 

— Jl5t5^ (1-4) t*!^ C 1 - 1 0 T;i'^;v^:a-^fc{i, >^;v-^:t, yn 
tr;v^:t> y-^;i"^^. ^ > ;i' :t . ^^v;v^:t. ^y^;i/^:t. ;i- ^ y 

v^nyntf;i/^ v^'ny'^;!^^ v:J' n^^f-;^^ i/iJ' v;i/^ S/^n^y^;v^ v 

^^n:t^-^;i'3fe-e^)i). C 2~ 1 0 Tv;i/*fc{±. y^/^V'f;^, -f^ ^ ^ 

^^^y^f;]/, ^^-9-/^;!/, ^y^'y^;j^, -^^9 J r'ij y 4 

)V^^Xxy^ixh(r>m'&.'^X^^ ^ vf^jE.— 2 3 --7 

[0 0 5 4] 

-m.^ (1-4) if'^ -co- (NH-T^ /m%*-CO) B-OH*. tfcfi-O 
- (CO-T$ y^3^^-NH) »-H^'t'OT5 yi^h{±, ^m<OT ^ ^mttzitm'^ 
7 5 7m^iti*L. -^x-f^^ ^^';'>>. T^^>'. /^*V:^. n^v>, ^vn-fv^, -fe 
U>> M/:t^>, '>;^x^>, yn>;^^ T;^/^•7^>'. 7 

ji-;i/T7->'s ^nvv-, huyh^r^. t:^^n'7^>^. Vv^. 

n-fv^, '7>^:^^y^ j)vu-ii/z^^ y;v/^';^> -^^^ -9-;wnv>', •f-n — 

[0 0 5 5] 

iTt. -co- (NH-T5 ym^^-CO) m-OH^. *7t{i-0- (C0-T5 
[0 0 5 6] 

— (1-4) 3S2, *fc{±;^3 icioT^^^tL-l)— IfB^ f^ii^SBji^'^ 

{f^ ~>^^ Dya/N->', v^'ny^^^ v^J^n^^^^^^ v:5^ n^^-i^^-, v:J'n^y^> 
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^•fy^vy^ 7-t"^7r->. 7;i'5a-w>, y^^-^vy^ y j^ty hi^y. ryh^-ty 
, xvfn [4. 4] z-^^. ;^eD [4. 5] •r:^y. >^ii°n [5. 5] yyTijy^ tr 

v^'H [2. 2. 1] Ifv^'n [2. 2. 1] ^7'^-2--x^', Ifz/^^o [ 

3. 1. 1] ^-ffy. ev^n [3. 1. 1] ^•f9-2-:^y. Ifv^n [2. 2. 
2] :t^?^>'. fv^'n [2. 2. 2] ^ ^J' - 2 - >^ T^v>;$'>', JiVT^-^y 

^y-b^^Mhix^^ 

[0 0 5 7] 

— (1-4) i^l, ^2. i^3> * /ct±:g4 tCioT^^b^^fx-i) 1 ~41@0^ 

%m.^. 1 ~ 2 1@ O^^M^is i t>V t 1 ~21@o®£^;^.i^;0^(b^^:^^x;i)'\T-oil 

^T^n^T V l~41@o^«m^^> 1 -21@om*l^T-i5it^Vi^cti 1 - 
2«ommil^=-*^'bM«^$iT,S^T-nJlT-^-^tf. 3~15MO#;m^ "it* TtrtiHi^^ 

Hr^^My^ f^jcf;;', :t^-ifV-;w, 

:t^-<?-yTi^>^ :j-^-9--fe*lf>'^ 5i-^■^J-vT^ftf>^ ^7vTy*>-;w. ^TVy^ 

■^TVTi^y. -f-T^y^y. -^rPr^i^y. ^yh'-)v^ ^ y y Y-)v^ -f>KVv 
>^ ^>V77>'> ^y^yvyyy^ -^yv^^y^^y^ y^yvf-^y :x.y^ Vf- 
7i-y^i^y. 'iy^^/-)v^ ^J^)y. -iv^y^y. y'}y^ y^^-J 

y. y-rVv^. i-yf-')'yy^ ^y^-ij-u^^ ^i-v^}y^ v^yu^, ^>v^:a-^-9- 

'^^^ v*-f-TV-;v, ^yy-(^yy-)v^ ^u^y^ ^yyt^^^y^ ^yy 

TvT-lflf^. '^;^V*T■l^t^>'^ -^yy'vT-Ht?^. V*77-9-*>> ^>V^T>^TV 

v^yvyyy^ ^^yy-y^ 'j^yv^f-^i-y^.y^ y ^r-jy ^ y ^ y ^-^jri/y, 
yx.y^'^^^y^ ^Ty:y^vy^ y j^i-y y^) vy ^ yi:^>^D'J^. ^^j^vyM 

10 0 5 8] 

1 7t . — ( 1 - 4 ) 1-4 iiosmjii^, 1-2 m<r>mm^=}-ii a xfy s f± 

1 ~2'(@<7)^^^J!f^^^lb^f^$^L^^■r^Mi=-=&'^tr^ — fc{i^g|5|&fO$ tL^c 3 - 1 

v:^, \£u^)y^ fouvv, -f^^V';^^ -f5^V';v>^ hVTv*';^. TV* 

, -r h 7 li Fn ei; e'^i'Jv'>', vtKatf^v^. x > 9 Kn tf ^ v tf/^ 

oei;^^y>^ x h-7 11 Kn try iJ^v'^'^ Kn tf ^v^. ynKnT-lfli>^ -r 

y. /^-M.yu'JT'^ydy^ ir^~^yy. ar^^t-S^y^ ytKn79>'> xh^nKn^ 

y t: Kn-f V^T x h 7 li Kn ^ y^r v*-;v (-f v ^TV; > v^n Kn 

y7-«f>x x h y li Koy -y-if >^ V\l Yu-^ ^"t^-VTV- r h y t Ka :t ^-9- v'T 

mSE# 2004-3051 185 
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K^•:^7■^U >^>> T- h 7 t Kn^7^i; V >'^*-^i K^:^7^V v^>> yiiKn^y 
■r b 7 t Kn:^r-^yi; n K^:^^■:^y•l; >^ Kn > y v >'^ •rh7iiKnv 

9 1 Kn-^oyr-tf tf Kn^^yvT-if tfv^ x h n Kn-^^yv^r-if vf ✓-^ 

^:^y>^:t^-b>'N°>^ V b Kn^:/y:t^-9--Ht: x h 7 t Kn^;^y:^^-9--fe't: 
vH Ko:^;V/^y-;v, x b 7 b Kn*;w>'ty-;i/, t Kn7&;V/'?y— Kn 

T^UvV. X h 7 H Knr^J^ >; v*^. /n*- t KnTt5"J v^H Fa v^>y7 7 >' 

, Knv?^>'y^:t7i>', X h 7 b Kni/^;^y79 x b ^ i; Ko>?^>y^ 

:^-7ji>, ^n'-H Kn v^;^y7 7 Kn v^^>y^:t 7 j^^^ v^^y7:^> 

v^f^-i?-^. v^:r7^^ i^^r>. v:t^-9--f ^ V y v:*- ^"^f > . r^-nT^, 

^ y y V ^ * 7 >' X ^ :x y-;^^ r >it5&s#if ^ n-i. o 



-5-1) 



CH2) maR5-^-e*l9. ma{±0 t/c{± 1~ 1 0 O^fct?^ I9 . R^'MiC 3 ~ 7 OJ3t3R 
— (1-5-2) 



[0 0 5 91 



[<b3 0] 
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m3 1] 



WW 




R 



5-2 



(1-5-2) 



& O 

10 0 

^1-1 

< til ~ 

ixh<r>m 
X 



6 0] 

(1-5-1) t.tz\t (1-5-2) 4^^ #fBt^:v>KJ5, T;v^;i^t{±. 

»^^i*i-^o tm t ^i^l&f^#3S^R'fb7^c**(4^ i 6 (»t L 



10 0 6 1] 

(1-5-1) (1-5-2) X-7^^fi^it^^(D^%, Xy)iJtL<ii 



. mx.l£s h7>A-2- (4- (1 -k Ka^v^^v;i/) ^i^;!/) -5-:i-^V'> 
^'n^>':J' ^'^T':? (^O^b-^^li^ AH-13205 (Anthony T. ^^5^> -f / ^' V 

^a.^- - K^y^-l^eoL- (Cardiovascular Drug Reviews) . 1993^^, ^11^, m2 
^, p. 165-179#BB) t^>|§;$tL^o ) tfzii^<Dm.if)^mifhMo 
[0 0 6 2] 

^ibt;. 2^l&H^OE P 2fpi&;^tt=Sr*-r>2>!^St LT. gII^^||^98/28264^/>°> 7 V 
h . SI^&|g|»99/19300-^/N* ^ 7 V >y h l,zmW(.<Dit^!^ H «t O^0:W#^tBM^iS 00911 



(1-6) 
I'fbS 21 



At 



B 



(1-6) 



M' 



G«{4, Ar\ A r^-^-V^-A r^-2^. Ar^- (Cl~6) T)l^^l^y&. Ar^- 
CONH- (Cl~6) T;V^V>^. R«-^R«-2-T5 :t^v (Cl~6) T;l^ 

^l^^^, A r^'e®3fe$^^-CV>^T5 ^^irtiAr®- (Cl~4) T;V^V^*t 
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B ^ iimmW.=^ tfzliCH mx ab >9 ^ 

Q^(±- (C2~6) T;V^1x>-W^- (C1~3) T^V^P-^-* (liffBO-€-*i--rtLO 
'S)e5fe*4iiJS)lTX-S5^|;^:rLTv>-g>ii:;6«^:|)o ) , - (C4~8) TJi^^uy-^ (tr 
tL-&«m^41@JiJLT-eS«i$tLTi/^;g>c: fcTi^ab-So ) x -X®- (Ci-5) T}V^u> 
xm^^fi^Wt^^4mii).TX'm.i^^tir\,^:b:iinb^^^o ) . - (Cl~5) t;v^v 

ibm^Lxmm.^fi^m:m&4miiKTxmm^fix\^^^^t-fy^^^o ) . - (ci-sr 

)V^U>) -X^- (Cl~3) 7)l^^Uy-^ (•irfS<7)-etL-rtL(^T;i/^ V^^ti, :^ 
^izX^y ymm^tfziiC 1 - 4 7 )V^)vm^^hm^LLxmiK^i%^U^M4miikTX 
SJ^^tLTV^^C t;&s^^o ) > - (Cl~4) T;V*1'>-W^-X^- (C0~3) T 

(H^rfe<^-5■^^'rtLOT;^^^>'S^±^ ^-^tc j: «? 7 -y^HT-t fctiC 1 ~ 4 
T;V^;u*;&*ib^^2lLTS*^$n-^S^fe^41iJiiLT-T?«^^ti--CW^-|>Ci:7&«*-g)o ) , - 
(CO~4T7^^V>) -X^-W^- (Cl~3) T;V^^>-^ (IflBO-etL-etLOT 

eJ^^41@IilT-eSi^^tLTv^SvLi:;5?ab^o ) > - (C2~5t;^^w) -w^-x^ 

-W^- (CI ~3) T;V^ (ttriB0 2'(@<7>wS±> -?-tt-r:}^;jil:^c3ffi15lLT:*5 

^ wSU(0^ix^iv(DT}i^^]^>mii^ ^^},zX^y ymW.^ttziiC I- 47)V^)V^Tb^ 
ib^*j5tLTM*^$tL;5>g^ft41iJ^T-eSm$nTV^^Clh7&*^^o ) > - (Cl~4) 
T )^^U>—J:.f-—U>- (Cl~4) T;V4rP>-S (|lf|BO-?-tL-r^<OT;l^^ W 

^$tt-i)Sm«4i@j':j.T-eejfe$tL-cv^-&ii:5{»*ab^o ) , - (ci~4) t)v^u>- 

j^T'^uy- (C0~2) t;v^v>-x«- (CO-5) t;1'^1'>-^ {■mtZ'^^fi 

}i^^7i)>h^ii±LxM^^fi^w^m4mii)^Txmt^^^x\^^^^ti)^^^o ) s - ici 

--4T}V^V>) -:z.7-=.v>- (CO-2) T;i/# V>'- X^ -W^ - (Cl~3) T;V 

^tfc(±C 1 ~4 T;v^;v«;5>ib^^3:UTa4fe$tL-l>SJ^*41@Jii.T-efi1fe$tL-cv^-l>c: 
fc^&^^^o ) . - (c 1 ~4) T n^^vy-j^-'f-^w- (c 1 ~4) r )v^vy-m ( 

- 4T )v^)vmi}^hm^Li.xmisi'^MmMi^4m\>xrxmM^^x\>^i>:Lti}^^^<> ) 

^ i^cti- (Cl~4) T)V^Vy-3:-^=.Vy-X.^^ (C0~3) T;l'^^>-^ ( 

~4 T;^^;^*:^^^^^4:iLT^^l^$;^^-g.a^^4^®^^^T"eSI^$^t•cv^^cl fcj&^^-So ) 

Z^{±:^;V5}?^i^;v^x C 1 - 6 T;V3^'>*;i"i^'^;v^. 7- V "7^^) A^^. 1, 2, 4 
, 2, 4 -•^T v'T VU ;VS> C 1 — 4r )V^)V7.)V7i:^zu)i^ij tfzliyjL 
K^{i^^S-^> C1~9T;W^V>S. f-:^ (Cl~4) T^V^V^*^ C1~4T;V^ 

i^y^:t (Ci~4) 7)\y^uym. c 1- 47}y^uy^^i^ (ci-4) t;i^^u> 

t7t(±:t^v (Cl~4) T JV^l^ymX'^^ . wSniC 1 - 9T )V^lyymi. 

izx*)^y -yf^fkmx^i)^ ^LXKH^m^iii^^(r>^^i,zit. KUtm'kizxy)^mm.=f- 

M^ti-Ar^-^ -A r^-^-V 1 -A r^-^S. - A r^"*- S - A r ^"''31. -Ar^"* 
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^-v : 23/ 



-S0-Ar^-5», -A r«-*-S02-A r«-5^. t /i{i-A r^-*-0-A r^-^Hx* 
hm^LXM^^fi^^'TUJW.^l tfzii2m'^^'f-^^^MU<0 5 ~7Moii*T-^ 

A r«-^i3iy^A r^-^n-etL-rtL^ssiLT. i: 19 m*MT-> mMm.^. iiXX/mm 
m.^Tb-hm^LLxmiR^i^^^T^x^m^i-'^m^mir^^Lt-A^^^^^ma. ^^ma 

LXU^fm. ^^mu. tfzit^^yfmm<D5tfz^i6^n2m■^^^i^^^^^LLxm 

3^tcj3v>T^ 't<ou^-A'^~w^w^x^^m^iiZiiimtfziim-:fj(on±i^is\r^x. t 
tn±^<DU^i)^=m^w^x^^^^i<ziii, 2. tfzit3m<on±'<zis^^x. Rmm^ 

~7T;vn:^->^, (Ci~4) T;wn:^v (ci~4) T;i^^;v^> ci~4t;i^3^ 

;Hfe^ C 1 ~ 7 T;i'%;i^^^ C 2 ~ 7 T — C 2 ~ 7 t;v^^;V'S. 
C 3 ~ 7 i/iJ' nT;i/^;i/^. (C3~7) v^nT;v^;v (Cl-4) T^v^^v^. (C 

3-7) 'yi7UT)V^)U (Cl~4) T)l^fjy^)Vm. C 1 ~ 8 T;V5!ry 

(Ci~6) T;w:*y-f;v (ci~6) t;v^;i^*, c 1 ~4 T;u:^y -f ;1'T5 y 

}VT^ y'^ttzii^y v-N, i^-N, N' - ^) L < t± h U -N, N, N' 

- (Cl~4) T;v+;v^-e©J^$>tLTv^<5)T5 y :*;i/.-^*^;i/T5 7*. ;^;v*>T5K 
CI ~4 t;v^;va;w*>t 5 K*. T^/&. -N-ifct4v-N, N- (C 

1-4) r )\^^}VT ^ 'f --N-ttzit'J-N, n- (ci-4 

t;i/^;w) :*;WN*^-f vT7*> C 1 ~ 6 T;v^;v^:tS, Cl-6 

-N, N- (CI -4) t;1'^;ut^ y>^;v7^-;i'S"C*>«?. 
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^-v': 24/ 



. -tfi-^ixm^LLXl^Vu^'y^^ -hn^, /\uYym.^. *;v>i^*^v^. C1~7T 
;W3:^->^, Cl~4T;va^v (Cl~4) T;V^;v*> C 1 ~ 4 7;W3^ v:^y;V;K^ 

C 1 ~ 7 T;^^;^^^ C 2 ~ 7 t;v'5-^;v^> C 2 ~ 7 t;v^-;1'&x C 3 ~ 7 
nT;l'^;i'*x (C3~7) 'yi^ur)V^}V (ci~4) T;i^^;w^> (C3~7) 
iJ'nT;!'^;^ (Cl~4) T;v:^7-f;v*. C 1 ~ 8 Ti^:^ / (C 

1-6) T;v*y'f;i' (Cl~6) T)V^)V^^ Cl~~4rT)Vfjy y( }UT5. ym> Cl~ 

*7tt±*y-N-^ v'-N, v^-N, N'-^)L<(4h';-N, N, N'- (CI ~ 

4) T;v^;^^-^a^$a-rv^;5T 5 y *;^;^*— ;vT ^ y r ^ K^, Ci~ 

4 t;v+;1'^;1'*>T5 K^. r^y*, -N-ttiit-J-N, N- (ci~4) r 

;v^;i'T^y^. :^;wn'^^;v^^ >ty -N-^^cfiS^-N, N- (Cl~4) T;v^;i/ 
* ;w\*^ vTy*s c 1 ~ 6 T;i'^;i'^:tft, C1~6t;v^;vx 

;i/7'f-;i'^, C 1 ~ 4 T;w^;i/;^;v*^;k^, 2b^v>i±^y -N- 1 y::{±v-N, N- 
(Ci~4) t;1'^;vt5 y ;^;^'7 -f — 

W^{±:i-*'>*^ •f^:^^^ ;^;v7'fy^^ r 5 y — ^y 

-N- (ci~4) t;v^ v^^T? y ;vt 5 y N- (C i 

~4) r;^^^>;^;^J^^;^T 5 y KS, N- (ci~4) t;v^w> 

*;v:3^*^-if5 K^, K:t^v^. N- (Cl~4) T;w^^>5!;;v5K^-if 5 

K^i-^v^^ :^ -^y-N- (ci~4) t;v*u>5!;;v/n*^ -f ;v^. * 

^iz/N'-^^ 57tt±-^y-N- (Cl~4) T;w^^>':^;;v/^^'f 

. v7;w;tny •^;i^^^v^, liKn^v^, C 1 ~ 4 T;i^3^ v*, 

R^-K R^-K R'-^ R^-\ R«-^ R'-^K R«-3\ R^-^^ i t;«' R " ^ M± > T;i/ 

y-^ ttzlih') -m.1^^fiX\^^:h^tTb^^'0 ; ^LXYisXZfY Hi. -tfi^ti 

^3LLX^ ■^^ (Cl~4) T)\^^U>m^ Cl-A.T)V^V>^itm^ Cl~4 

T )v^vy^^z/m. t^i^ (Ci~4) t;v^v>^. tfzitm^i^X ^ ^M'ixm^ 

LX\iVti^-ymi^fziiy'ymm.^KX<f)^y-tfzi±i^-m.^^fiX\^^^::t<D^:hC 

1 ~3 TJ^^^v-ymx^^o 

o-^>' h - 1 --f v;}^ n^^v- 1 ^ n"-^-/ h - 1 - ^ ^^S. 
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[0 0 6 3] 

(1-6) •C^$*^-5<k'^tJ<0d*,> J:t)«fit<t4> MK-lt. 2- [3- (4 

- t e r t -■T*-^;^^^ v;V) -N- {\£V i^>-3-4 T5.y-^^)V 

[0 0 6 4] 

^ibic, :$:^ggOEP 2<^ihfe^it^t-'l)%Ki: LT, g^^Pm98/58911-^/N°:^ 7 
-7) 

[<b3 3] 

7 



(1-7) 




Q7{irnifP>, -CH20CH2-^ ^TVV)l^. }£VP>^. tf^ti^^ 

Z^J±:^;V5K#v;v. C 1 ~ 6 T;i'n^->*;v.-K-;u, T-hvV';;v. i, 2, 4-:t^ 

K ^ {i ^ W > t } i T- ix > tr ^ ») X 
L ^±#.^^ ^ ti - C O - T-ab «? X 

MUi-Ar\ -A r'^-^-V^-A r^-\ -A r^"^- S - A r '-2, t^^{±-Ar^-^- 
0-A r''-^-C$>*)^ 

A r';fe j:i[FA r^-Mi (1) ^fi^fim^l^X. ^^{C/pIS^^ 5 /S^ib 8 (■l^T'. 

it^mu^izmm^*ifz~miiK±<Dt^vm^^Mizy^t^u»^izfm^^^^ii^^iz 
mQ^j:m.^m^K^mzm-t ^ o ) . 

(2) -en-r^aifc. ^^tc^fnir5/&-^8M^T-*t). 

t {± 6 M * - Sr ^(^3/: ft ^ L , 

\tik%M.=i-\izm.^^^tz—m\>x±.(oi^^v^^^'M^z-m't^u^mzmi^^^\^^\^ 
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1~7T;v=i^¥v> (C1~4) T)Va^i^)U (Cl-~4) T;v^;v> C1~4T;V3^ 

Cl-7T;w^;w. C 2 ~ 7 T;i/'5r^;v. C2~7T;v^^;Vs C3~7 

v^nT;V^;i^s (C3~7) 'yi^urJl^^JV (Cl~4) t;1'^;v> (C3~7) i^i^ 
uTJV^jv (Cl~4) T )\/ ij 4 ^ C 1 ~ 8 T;v:^ / ^ (Cl~6) 

T;i'*y^;v (ci~6) t;i/^;i/. t 5 y t;1'#-;1'T § y> ^y-N-^ v'-N, N 

v-N, N'-. i/c(ihU-N, N, N- (Cl~4) T }VmMT < T 

— ^VT^y. C 1 ~4 t;v*/ 'f ;VT$ y ^ c i ~ 4 t;i/3^'>:*;v**::^;vt 5 y , 
7 \L Knx;i/7 * — C 1 ~4 T)V^)v:^)vyft^ 7^ / ^ ^/-N 

i^-N, N- (ci~4) t;v^;vt5/> :^;v/N'^-f ^/-n-. >^-n, n 
- (Cl~4) T;i^^;i/:<^;v^N'^-f vT/. f-^. C l ~ 6 T;i'^;V'f-:t. Cl~6 
t;v^;vx;v7 -f c i ~ 4 t;v^;V';^;v7 ^' — ^y-N-> v-N, N- (c 
1-4) T;v^;vr 5 -f ^;veab*9> R^"^. R^-^ iyfR'-^T&sy;^^;^^ x 

^ $ i. 3 1i i -e t:: J: o T em $ > 

nmm^tLfvTC 1 ~3 t;v^v>-c$)0. (1) L';6s'-C0--e^-QT. a't&^tKM^-c 

[0 0 6 51 

^hliZ, ^{c^^OE P 2f^i[lStt^^-r-2>tfKi: tT. *a#ft=^5,698,598-^HOT* 
lifdmO'ft'^J^T&^^lf f>^x, ^hkz, -eo^-t>0«ft Lv><fc>^%i: LT. (1-8 
-1) > (1-8-2) . isXtf (1-8-3) 



['fkS 41 

O 




OH 
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Ut3 6] 




.COOR 



8 



(1-8-3) 



OH 



ttili- (CH2) mbR*T-*>^o ^Cit?, mb {iO t/i{± 1 ~ 1 0 o^ifcr-*) 19 x R 
[0 0 6 6] 

$^t-> *§|H^OE P 2'^^IlJ^gtt=^:#•r^Ji^Kh LT. *S#i^^l^6,376,533■tWffl» 

) 

HbS 71 




(1-9) 



(CH2)nc 

X -CH20R^-*. -CONR^-'^ S02R^-\ -P (O) (OR^"^) i^XXf 
HbS 8] 
N-N 




N 



N 



6<^T;i/^;^**>ib:&^:^^^^/&-'b^^$ti.;i,o n c (40 ^fcti 1 ~ 4 oM^^^t^i-o 
[0 0 6 71 

$t>tc. 3f:|&^OEP 2'f^i!jffi14*:ti-'&%®t LT. *|l!#i^=f^4. 132. 738-^^iHB# 
lCifimofb'^J^/&^^^tf $e>ic, -eo^ *>Oi?t tv^'fb^t^i: LT> (1-2 
1) 

[^b3 91 

(CH2)6-C02CH3 

HO R'^'^o^^ R"'"" 

miiE# 2004-3051185 
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It 35? o T 6 (O^mm^T- ^ -^tr V iJ' n T ;u * J: ^ 4 >i^U> 

H-C-(CH2)pA-7C-H 



OH R^^"^ 

pAtiO t:';:f±lt?*>*). q Af±2 *^{±3 t?* ») > -eUT^O J; ^ ^Ortfv'^' n 
T;i/^^;l/(^z:E^'^{i q A^H^-So ) =Sr ^ o tfv iJ' n T t/^liU'v^^nr 

)V ^ ji^m^'C^ 19. R"^-'*l±R2i-3i: — ^ o T JiT"^^ 1 7t i ^ tc V ^ n T 

4 ISO^^m^^r-^tf V ^ n T ^mjk1r i ^ 3 ji<^>R*iET-o > ^ p >il-e^ 

;v^?fMt^ -eLTR2i-6{i7ic^ig^^^v^{i8o^*j!^^<^ii:ilT;i/^;i/-e^-i.o ] t? 

10 0 6 8] 

(1-2 1) •^n^^ft^it^m<On J: iJifcF* L< (i, -^J^tf [1 R [la, 
2 p (IE, 4R*) , 3a] ] -3-tKn:¥v-2 - [4-tKn:^v-4 - (1- 
•fxi\£^''yi^u•:/'f■)V) — 1— y-r— ;v] — 5 — ^t-^ v->^ n^v^ >— ^t'^ ^ 
jVjLj^c.x-'V (ClO'fb-^^ti, Butaprostt ^)$§;$ti^o ) ^ (2 R, 3 R, 4 R) -4- 
liKn:^v-2- (7 Kn^v^7''f-;v) -3- [ (E) - (4RS) - (4-tK 
n:^v- 4 1 -:j-^x~;v) ] l/^u^-y^ y y {^.(Oi^^mkt^ Rioprostil 

[0 0 6 9] 

*^^<7)E P 2fm?Stt^^-t^%Ki: LT. ^H:g|#K=m3,965,143^gg^* 
icia«<0ib'^ij^75s^tf fbtr. 'e<^"p*)<^)«^* Lv^k-^^i: LT. — JIK^ (1-2 

3) 

litA 1] 
CH2-y23-(CH2)3-C02R2^^ 



p23-2 p23-4 (1.23) 
yZS' p23-6 




r2« XqPj23^ 



[^>t«. R"-^ r23-2^ i3j:tKR23-3{i;^^^^^/;,{iC 1 ~7OT;W4r;W*-e^0. 

R23-4{ic 1 ~7<0T>i/^;v^T-*«)^ R23-5{±7K^jf^^, C 1 ~ 7<?)t;v^;v^^ 

iiC 1 ~ 7(DT)]/ij y 'f;v^-e^)i), R"-6(ic 2- A (DT )V^)V^tfz\tC 5- 7<^v 
{i^A 2] 

R23-7 

I 

C (CH2)nj~ 

I23-8 

(*4'> n j tiO ^7^:{±1X'*I9. R"-^:^ j;ufR23-8(i7j^^jg^j jk^C 1 - 7 <^T;^ 
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V : 29/ 



[0 0 7 01 

(1-2 3) -C^^^x^fb^tJOd ■t>x J: »9»^ t< Ullx-tf (+/-) - 1 

1 a , ^-11 Kn^v- 1 6 P G E 1 ^ (ci 

^0'^b'^%^±^ Misoprostol i: ^>#$ as o ) * fv:(4'?-0:^3&^'^lf P>tu;g>o 
[0 0 7 1] 

-eo-ffe, 3ji:^^(7)EP 2#I&fS14=^>t-r'5>%®0 9*). apt Lv^b-^J^i: LTl 5-ti 
Kn^'>- 9-:t^V-, (15S) -^n^v^ ^- 1 (CKO-fb-^t/ti. AY 

23626i: ^)^^$^X'i>o ) t.fz\,t^<r)^ifim^fhfi^o 
[0 0 7 2] 

-:^> 2|5:%ggiti<OEP 3<^Klf!&14=S:^-rst>«t UT, HI^<&^1^98/34916-^l^fBmo 
it^m-bm^fhfi. '?-<0^*,co$fS Lv^lb-^^i: t-C. (2-10) 

['fb4 3] 

COOH (2-10) 

R^°-i:feJ:y^Ri°-2(i^^L>g^tt^iStrL-c. C 1-4 T;v^;v^=^^t>L. 
R^°-3{iC 1 ~ 1 0 T;i'^;vig^ C2~l OT^w^-p;:^!!. C 2 ~ 1 0 T;i'^- v>» 
^ ■7i-;^^ 7iy^v, C 3 ~ 7 v^' nT;i^#;v> ^ TttiC 3 ~ 7 i^^J^ aT;v^;i/^^ 
vt?®?^$^LTv^j|,C 1 ~ 1 0 t;v^;v^. C 2 ~ 1 0 TjV'^-v:^^^ t:Ac{iC2~l 
0 T;v^ciu>^^^t>i-o 7 — ;vi5J:t;^v'^' nT;i'^;i/^{±^ 1 ~ 3'l@<oc 1 ~ 4 T 

v^o ] •e^$^^S'^b^^^*7^:^i-e<^:^5&^W'b^t;|,o 
[0 0 7 3] 

(2-10) -C^^tL-S^fb-^^^^o *)^ J: L< fix -Nx-t^Tl la, 15a 

-vV h^v- 9 -r^-^vynx^- 5 Z, 13E-v^a^>^ (^Ofb-^tXi. ONO-AE-2 
48i: *>fS-.$tLS (HI^45rlS^98/34916-^^N*> VUy h#fig) o ) tfz^t^<r>^i!)m\,Jhi^l 

[0 0 7 4] 

— (2-10) C 1 ~4 7;i/^;v^t{±> 7"ne;v, 7''f-;v 

i3<i:0^'itL<b<^>^«tM#tt#*iti*L> C 1 ~4T;^=I^vSi:^i^ ^^h^rV 
, 7"n*-^v, r h^v'is J:tFc:tLf><^^^MM14f*:^ifei*L, C 1 ~ 1 0 T;v^;v^i: 
14^ -/ntf;!/, T^n^. ^>^)V^ ^^'>;i/, y 

•rv;wi5<t?/^tL'bo^^M^tt#«riti*t. c 2 ~ i o T;nJr-;i.^i;{4> tr^ 

T'-fe-;w^ J;0'.:m^c^^M#14#^*iti*b. C 2 ~ l O T;i^^-;w^i:{±. j:-^ 

i*i-'2>o — (2-10) /Nnr^iifi. M:^. Bf;m^^f^^^ 

[0 0 7 51 

^lotc, 2j:^0^<7)E P 3f1fitiTS14^*1-S^Ki: LT. ii#PB^7-215929-^<Zr#lCfB«^(7) 
-fb-^i^Ti^WfetL, $P>tc:, -?-<0 9*)<oSf^ Lv^-fb-^^i: tr, -jK^ (2-11) 
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^-v': 30/ 




litA 4] 

'A 



(2-1 1 ) 



, tJc^J^T-. C 1 ~40T;^4r;^»^ * /i(±7K^*;&«11iemL-Cv^^Cl ~4 t;u^;v 

[it A 5] 




Hb4 61 



Uti 71 




[^1:4 81 



(CH2)mf CH — (CH2)rim — 

(^f^. mf iBXZ/nma^it^ivO tfzlil - A <D^^^m.t>iro tztzL. mf + nm 
a2'-4(O^^X'^^o ) X'^^tl^m^mt^L. B^M±-NR^^-^ S 02-> ttH±- 
S02NR^^-3- (^tt>, R"-2{i7K*J^^. C l-A<r>r)V^)vm. ttzii-CUzCO 
OR"-^ R^^-^{±7K.*J^T-t/w{iR^^-** (^tf'x R^^-*M±C l~4<^T;v^;i' 

^^r^^-To ) ^^^i-o ) ^^t>L. R^^-2{± (1) C 1 -6 T;w^;i/^. C2~60 

Tn^'^ — )l^m. ti-ziiC2-~6T)l^'^:^A^m. (2) 1 ~ 3 -fiO^ C4~70 

i-6t;v^;w*> c 2~6<^T;^y— ^uft^ * fctic 2 ~ 6 t;v^^;v*> *7t{± (3 

l<b4 91 
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[0 0 7 6] 

it^m'^mfhti. ^hK^ -eo^ t><^»^ tvMb-^tri: t-C> -m.^ (2-12) 
[<b 5 0 1 



12 



,12-2 




(2-1 2) 



OR 



12-1 



[^>f> R^2-i(j;^^jg^^ C1~4T;V^;V». ^ {C l - 4T -COOR 

. (C 1~4T;V^^>') -OH^. ^ (C 1~4T;V^W>') -C0NR^2-4 JJ12-5 ( 
R^2-'*i3J:r>'R^2-5(^^^^^jj^-5jr L,x7K*Jir.^S :^-{iC 1-4 T)V^)VA^mt> 

fo ) T'^$tL;g.^. ^ (C i~4t;v^p>) -conr^2-6_ (c i~4t;w^vv 

) -OH (^4'. R^2-^{±7lc^li^* fctiC 1 ~40T;l'^;i'*S:*^p-ro ) 

^ (C 1 ~4 T;V^t'>') -NR'2-4r12-5 (^p^^ Rl2-4^J;yfRl2-5{i||f|g^,g| 

MU^^^^-To ) -e^^^X-S^x (Cl~4T;i/^l'>) -CN*x ttzU (Cl~4 

A^2(ij^^>^^ c 1 ~6r;v^i/>afe> c 2~6t;v'>-^V'>^> -s- (ci~6t;v 

tfw(±-o- (ci~6t;v^v^) S^*^5L> 

B^2{i^NR^2-3QQ^^,(iCONR^2-3 (^^^^ Ri2-3 (i;^^^^^ ^.jiC 1 ~ 4 <^T 

jji2-2,j (1) ci~6t;v^;w*. (2) c 2 ~ 6 T;V'5--;v^. (s) 

C 4~ 7 v^^nr;!^^;!'^. •^-7-9^;vSi5J:U»~S#ir.^^l'(i^-^^-t-'i) 4 ~ 7M<^^7^a 

my!)^(^^MAzm^^iy-fzi-3m(Dm^m'em.^^fitzci-6<DT)v^)vm. (4) -7 



(5) ^R^2-7r12-8 (^pJ,^ R12-7^ j.yfRl2-8{i3^5^l^^^ 7 ^ C4~ 

^^b-fo ) -e^$*x*lfex tfzit (6) ^ (C i~6t;u^v:^) -NR^2-7r12-8 

R^^-^f^<7)mis l-3m<DCl- 4TJV^)vms C l~4T;Vrr^->3l, >'^^r:xll^ 
[0 0 7 71 

(2-12) ■C^$tL*'fk^%(7>^ *»> J: l9i?*L<{i. fJUx-tf, 2- 



- [5- [ 

) tfz\t'?r<D^-^^mifhti^o 



2- [N- (v7 :^;w/s^^'f 
( C: (Oi^^m \t . ONO-AP-324 # $ ^ ^ c 
10 0 7 8] 

-13) 

[<b5 1] 



|^<2rfi^97/05091-^/N*>' 7 V 

(2 




(2-1 3) 
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^--J : 32/ 



tiTK^J^^^^JtfiCl ~4 T;i'#;v*^^*>-fo ) , - (C1~4T;v^U'^) -CON 
E^3(i> ^.^-^^ TttiCl -6 T;^+^>'»*S*?t^ 

G^^ti. -S-. -so-. -S02-> -0-> ^ /v:{i-NR^3-4_^ (^t^^ 

{±7K^J!1^^^^{±C 1 ~ 4 T;v^;v^^r^t)-r o ) ^•^*>L. 

L^3{±> C 1 - 6 T;V^ - (CHz) mc-CH = CH- (CH2) nd-^ 

mc\tOtfz\tl-Z(r>m.^. n d{i0^/;t±l~3OSgfc=S:^*3i-o ) > ifzkt- (C 
H2) xa-CH (OH) - (CH2) ya-* (fttf^. X a ii 1 ~ 3 (^Mic. y atiO *7^:{i 
1 ~ 3 OMiS:=^*:b-ro ) =^^*>L. 



R 



13-4 









[-fbs 3] 



;v»f± 1 ~ Sisoc 1 ~ 4 t;v^;v*. C i ~ 4 t;v=i^ vs. 




/c/iL. (1) G^^^^-SO-t}^c{±-S 02-^0^-^. M^3{±, 



Ht5 41 





(M^^^4»o#7 ;u^t± 1 ~3'li<oc 1 ~4 t;v#;^^s C i -4 t;V3:^-> 

(2) L^^f <7)mc;6*0<^4§^. G*^i±-SO-. iLtzkt- S Oz-m^^ioX.^ 
(3) L^3«t'<7)n d3&^0<Oi^'^. M^3(i. 
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^--J : 33/ 



[fb5 5] 






(5) A^H^7i^mm.^<^m^. L^^i±- (CH2) mc-CH = CH- (CH2) nd- 
m^^^ mciiXZJ^n (HmUtMCMf^i:Mt>-to ) . tfzii- (CH2) xa-CH ( 
OH) - (CH2) ya-* X ai5j;?/y a{±^iatIl|C^i*=^ftt>1-o ) i:^t> 

L> (6) a^^i^^ot- 

{it5 7] 

N 



N 

I 



H 

o 

[0 0 7 9] 

-J&^(2-13) R^3-l^ Rl3-2^ Rl3-3^ j.yfj^l3-4j, j-^^^^^^^C 1 

^l^^-. bV^^w:^^ -rh-^^f-U'^, ^:^^^-f-V>, ^^-9-^^l/>i3 J:t/C;fr^> 

* /^Jia-i^^^ri^i^ts -O- A^^t?^$tLSffliJ$I(7)M'^M(± 1 ~ 4^0 
[0 0 8 0] 
-14) 



ttSliE# 2004-3051 185 
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^-v : 34/ 



HbS 81 



14-1 




(2-1 4) 



> hS^^tix C 1 ~ 6 T;P^;i/^ ^^^'ir*>, h U ■7;vjj-n p< COR 

COCFs. S02NR^*-^ N02:feJ:thXN5&>e>^S^>5^'bS*^L. J^^Sv^tiR^ 

^ifctiR^me t T-<7)^gtT;V^;VSt?*) 19. X^*{±-0 R^*-^i3 J:t>*-N (R^*-^) 
2;i^?>*^S^36^'b^*^1--i>^-e*»)> ¥^"44=0^ /i{±2l@07K^j!l^-ecb-So ] "C^^ 

[0 0 8 1] 

(7>it^mi)^mifhfi. ^hK. -ei^)-? t.<^$f* LWb^tft LT. — (2-15) 

^ .^\.15-X^^ ^CH20NHSH02-R 

HO / — OR^^^ (2-15) 

/H-(CH2)md 
(CH2)ne^p15-2 

CH-CH2 




15-1 



R 



16-4 



fCH2^ 



[-fbe 2 J 

CH- 

^15-4 

U16 3] 




tfziimnW.lr^^t>L. R^^-MiC 1 ~407;i^^;v^> 7i^;i/Si7t{i [Cl~4 

mdii'tM'tiO tfzim:mt>'ro ] X'^^ti^^t'tl^tfzii't<0^i!)^mif^^^o 

mwEW 2004-3051 185 
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^-i^: 35/ 



[0 0 8 2] 

(Dit^m^^m^fh^. ^hiz, 9 ^OSf t Lv^b^J^i: LT. -IS^ (2-1 6) 

Hbe 41 




(2-16) 



HO 

Hte 5] 

o 



R 



16-1 



Hk6 61 

p16-2 
\r1^4 

;v*^^t>L^ R^®-'*(±c 1 ~4ot;w^;1'*^ c 3 ~ 8 ov^' oT;v*;Hfe. Ci~4 

<7)7;W3^v^, C 3 ~8<^->r^nr;V'n^'>^, Kn^^v^^ Cl~4cDHKn^v 
T;V'^;1'^, C 2 ~ 8 <0T v;i':t-^v'^^ C l ~ 4 OT-a/^;Vf-^^, C1~4ot;v^ 

10 0 8 31 

^b-^^T&^^lf t>tL. -e<^9 *>0«F* Lv^fb^^i: LT. — (2-17) 

Hbe 71 

17-1 pi 7-2 



(2-1 7) 




OH 

R''-':feJ:t>*R''-2{±|Bl-^> L< {±^^o-C7K^m^. C l~~6(DT)l'^)i^ 
C 3~80v^'nT;i'^;i/^, C 3 ~ 8 Ov^ nT;u^;u^-egJ^$tLfc^ C7 
-12 O^Mj^^R-fkTK^^O 1 ■fffi^^ C 1 — 6 60T;i^^;i/y;;i/^— ;Hg^> L < h 

o 

[0 0 8 41 

^^btc. ^^^«7)EP3f^»I«te«r*-r;StfKi:L-C. *gli|#gtll4,692,464-^ig^« 
^::^mo^b'^#^«^^f^^^, -eod *>oSf i LWb-^J^i: LT> -J^^ (2-1 

tBiiE# 2004-3051 185 
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^-v^ : 36/ 



8) 



me Si 




18-1 



(2-1 8) 




^18 £18 
18 ^q18 r18-2 



A^M± h 7>;^-CH = CH-=^^feL> 

Ri«-3{±^lit /ctix Knif9~;v^tc io-riSIM^ttfcii Vu^'y^^^t>-ro 

[0 0 8 5] 

(2- 1 8) T'^$n;i,'fb'^t/Od*,. J; L< {i. (IS, 5S 

, 6R, 7R) -5- [7-1- Kn^->-6- [3 (S) - 1 Ko ^i^- 3 - 1 
(E) Ifvi^n [3. 3. 0] ti^ h - 2 - 3 - ^>iS7> 

(ClO'fk^i^fi, TEI-3356i: ^)#$tL-&o ) * /i{±^0]®;ii*'^lf ^>*t«2>o 
[0 0 8 6] 

<^'fk^%7&^'^lf -eo^ LvHb'^^t LTx — (2-1 9) 

Hbe 9] 

^ (CH2)ng-COOR^^^ 




19 



■ 19 



(2-19) 



Xl9 ^9 



R 



19-2 



Cuff's R^^-M47[c*m^t/w{±C 1~ 1 2<DMm^tfzii^:^i^T)\^^Jv^^m^L. 

O^t Kn^v^ 5 / S (^ti'tii<D±mm.m'^mmiim^izi: y) C 1 ~4<^) list fs:{4-e 
n g {± 5 ~ 8 t^ 

u> )V:^:^)v^ }''7y:^-\£^u> t:^ }V:^^)v^ ttzii^'^uy t-cn (OR^^ 

miE# 2004-3051185 
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^-i^: 37/ 



[0 0 8 7] 

(2-19) x'm^fi^it^m<Dr> X t < {i> m^i£ (+/-) - 1 

5 « Kn^v- 9 -:t^V- 1 6 ^v- 1 7, 18, 19, 20-7-^^^ 
[0 0 8 8] 

^hiz^ *^^C7>E P 3f^IljfS14^r;ti-'S>%«i: LT, #l§BH61-249951-^<2r^ic|B: 
(D^t'^m^mi'fhfl. ^i^K, -eod *><0$f t tv^-fb-g-i^h LT. (2-2 0) 

Ut7 0] 

O 

(CH2)nhX2°(CH2)meC02R2°-^ 

(2-20) 




HO 



me ti2~ 50^ii:T-*oT. X^^ii^;^ 1 7t{± h9>;^-CH=CH-^>L<{±-CH 
me(il -4<7)#^T*^or, X-°{i-CH = C = CH-T-^ 

r2o-M± (1) (C 1 ~4 T;v+;i/^, C 1 ~ 4 r^i'^^v^. C1~4T;v 

. -C02R2°-2ii (^1^3, R2''-2{i7|c^j[^^^ C 1~4T;v^;1/^, i7t{i7ai^;vft 

^v*. CHsCONH-. tfzit^>^y^ }\^r ^ ymx^mzm^^fixy j:.c:-)vmx 

. -g-tt^^XTK*;^^, *7t{iC I ~4T;V4r;i'ST'ab-&o ) . -NHC0NH2^ -CH2 
CH (CONH2) NHCOCH3. t^sTti^ 

[fl:7 1] 

-CH2CH(CONH2)NHCO 

x^^^zm.^^flfzii<r>) 

I'fb7 2] 




^fcfi (2) 2 -f-7^;v^-e* ij. 



R 



-CH 

20-5 



,20-6 



/ Vv A _20 



HO DAr 

C 1 ~4 t;1/^;u^^ C 1 ~ 4 T;i/n^'>^. C 1 - 4:T )\^^)V^^^^ Cl~4T;v^ 
;vx;v7 'f C 1 ~ 4 T;i'^;ux;i/7f!^;i/^^ ''^nr>':^M-?-^ t. fz\i V ^) y ^ )i' 

[0 0 8 9] 

(2-2 0) T'^$*t;5,^b^%0 9^. L<{i. (-) - [1 ( 

R) - [la (Z) , 2 p (R*) , 3 a] ] -7 - [3-t Kd^v-2- (2-t K 
n^v- 3 -7 jiy4r->yD.is-^->) - 5-:t^V'>^u^y^)u2 _4_^^y^^^ 
4- (^:^yM;V'T^ y) 7i^;vjr:^7^;v (iO-fb-^^ti, GR63799Xt ^>l5^$*X*o ) 

thiE# 2004-3051 18 5 



#M 2003-280191 



■^-v' : 38/ 



[0 0 9 01 
Hb7 31 



CO2R 




22 

R22-2 
R22-3 



(2-22) 



tlit 

R^^-^^^Z>'R''^-Ummm^XiiXZ/Ytti>I.ZC4-^6m<Oi^i^aTJV^^JVm^m 
10 0 9 11 

(2^- (6- (l-i^^u^y-f-)i,-^ )U) -4 R_t Kn^v-4->^;V- 1 E 
5 E-^:^^^j-i;i-;W) -3 a-t Kn^~>-5-:t^V-l R, i „ -z, ^u^y^'ji. 
) -4Z-^y-:r^^ C^O-fb^^ti, SC-46275i:^>#$tt*o ) tfzii^<7>m^mif(^ 

10 0 9 21 

4) 

Hb7 41 




(2-24) 



HO R 
[0 0 9 3] 

-^^(2-24) ■C^$:h,.|,'fb'^t>Od*>\ J:0»St<t4. 9-:t^V- 

11a, 1 5 a-vt: Kn + ->-l 6-7:i./^v-l 7, 18, 19. 2Q-T-h7y 



tbtE#2 004-3051 18 5 



0 0 3 -2 8 0 1 9 1 ^-v^: 39/ 

ostil t if^-^^tL^o ) ttcl±^(0^ii^mifc:^ii;hc 
10 0 9 4] 

7jcy ^rv-tw- 1 7, 18, 19, 2 0 -r- h 7^ ;V-P GE 2 ^ :j- :^ ^ 

K (^(D^t^ma. Sulprostonei: ^$i-.$tL-5.o ) S 7t:(i-?-C9:^;6?^tf t> ti^o 
[0 0 9 5] 

-^^r-*^ (5Z, 9jff, 11«, 13 E) -.17, 1 7-7°n/N'7- 1 i , i 
Kn^rv -9-^^00-2 0 - ^ ;vyn;^. - 5 , 1 3 XX/^(Dmm^^K 

wm-^ti^iKit^ ^mw-n-m268^^mzmm.(oijmi,zx^. (sz, 9/3, iia, 

13E)-17, 17-yn/NV-ll, 1 Kni|rv'-9-^nnyn>^^- 5 

, 13, 1 9 - h 'J j^>miixx^^<Dm.ii. ^m2ooo-ms58-^-^WiizBm<D-^miz X »? 

[0 0 9 6] 

— (1-2) (w^$tL-2,^^^o<b^tf:feJ:t>''e-omti. gll^<ZrM^99/33794^/N° 
[0 0 9 7] 

[0 0 9 8] 

— iKoS: (1-4) Km^fi^^^m(7y^t^m^xx/^<Dm.ii. #112002-58437. #M2o 

02-216567. t tiimm2oo3-izu7<Dmmmmmiizmm.<o-^mz x mm-t^ c: t a^x- # 

^ o 

[0 0 9 9] 

— (1-5-1) *5J;t>' (1-5-2) {z^^it^:^^m<r>it'^m. iOSfStv* 
-fb^%-eab^ h -7 2 - (4- ( 1 Kni|r'>^i^rv;i/) 7ai^;l/) -5-^^y 

vi^D^^^^^/sT'^^^, ;fe3 J:y^^'ea^<^:^{±. m^<2:mm95/19964-^^^> y U y \> l,z 
BWi<0:ff^ iZXi) Ut^-T ib^X # ^ o 
[0 10 0] 

— (1-6) tc^^tt^-fk-g-Ji^. J: Lv^'fb^t/T-*:^, 2 - [3- (4-t e 

T t-y^)i^^>P)u) -N- (tfij v^-s-'f ;i';^;v.i^^;i/) r^y-^^;!/] 7jc 

y^v] g^m, i3J:t>'-?-tLe><^m{±> gII^<&^^98/28264-^/N->7 Il^<a-PB^99 

/i93oo-^/>-:^ yu -y i3x xfmm^Wfmm^mmo9m2i-^-mmwiz^^<D:ffmiz x •) 
[0101] 

(1-7) tC^^tL-S-ft-^^iJiO^-eomJi. IlI^&W^98/58911-^/N°>7^y 
[0 10 2] 

(1-8-1) . (1-8-2) . isXV^ (1-8-3) K^^fi^it^m. *5 

xv'^ixi^<D^i±, i^m^Wrm5,698.59B-^mmwiztim<7):fjmi,zx y)mm-t^^tii)^x 

[0 1 0 3] 

(1-9) iZ^^ix^it^!^iiXmi^<Dm.ii, *a#^^6.376,533#^a* 

izmm.<Dyfmi<zx ^m^t^^tT()^x^^o 

[0 1 0 4] 

-fe^ (1-2 1) tc^^^x^-fb-^Jij, J: Lv^'fk'^^-e^)^ [IR [la, 2 /? 
(IE, 4R*) , 3a] ] -3-tKn^v-2- [4 - E Kni^^ v- 4 - (l-T^n 
nr-f-;!/) -l-r'r~;w] - 5 -;t^y o^;y^ ^-^y^^ 
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Xr;i^> (2R, 3R, 4R) -4-t:Kn#v-2- ( 7 - t: Kn ^ -3 

- [ (E) - (4RS) - (4 -11 Ko^v- 4 -;<>f-;V- 1 ] v^n^ 

c: 5&«-e § ^ o 

[0 10 5] 

-^^(1-23) i J) tV^b^tCC*^ (+/-) -15- 

•f^^-^i^- 1 6 - c, ^-fc Kn^v-- 1 6->^;v P G E 1 p< *5 J; 

-enibOiSti, :>|tS#li^^3.965,143-^0^iiffl»tw|B«o:^ftic:j; Mt" 'S. C t :**T" # ;i> 

o 

10 10 6] 

(2-1 0) lc:^$*L-2,:$:§||go-fb'^%, J: 19 * tv^b-^i^T-*)-?. 1 1 «, l 
5 a -i^p< h^v- 9 -^^^V/nx^'- 5 Z, 1 3 E--:^j:.>m> ^ J: tZ-f-tiibOiaJi 
> @l^<2^rall98/34916-^/^• > 7 U y h ti|Bm<^o:^^t; <fc iiitl-^ ^ i: j&^x- ^ 
[0 10 7] 

(2-1 1) l,zm ^ ti^ih^m is XXZ-t (0-m.it. #^¥7-215929-^<&^tr|flm<^ 
[0 10 8] 

(2-12) l,zm^ix^:^^m<Dit^m. <t OJft Lv^b-^i^-C*)^ 2- [5- 
[2- [N- ( 7 a: — ;v X-f- ;v) 5& -f ;v] •:^•7 rJ' W^- 1 --f v 

] S^mi5J;tK'eO]^i±. #li¥8-239356-^^^lcfB«o:^^fctcJ: «9Mdti->g.^i:7&«-e#^ 

o 

[0 10 9] 

— Jl^^ (2-13) lC^$tL^<b-^%i3 J:Z7-ec54^{i. il ^^11^ 97/0509 l■f•/^°> 7 V 
[0 110] 

(2-14) tC^$*L-2,<b'&i^:feJ:t>*-e<^:^{±. a^^im99/25358-f■/^•>' 7 V 
[0 111] 

(2-15) Ic^^tL^fb^^iJil/^Oigti, #Pl^ll-012249-^<Zrmt^lB« 
[0 112] 

(2-16) ic^^tL^S-fb-^^^SiOf-eomti. # ^¥10-168056-^^^1 
[0 113] 

(2-17) K^^ti:hit^mi^XV'^<Dmii. #lfl¥7-233145#^^U|Sm<^) 
[0 114] 

-^^(2-18) K^^fi^hit^m. J: f}Sft Lv^lb-^i^T-S)-?) 5- [ (IS, 5S 
, 6R, 7R) -7-liKn^v-6- [ (E) - (S) - 4 - t Kni|r->- 4 ^-0/ 

- 1 - 7}- 7^ :^ ifv^n [3. 3. 0] :t 1^ h - 2 -^>- 3 - ^ JV} ^> 

[0 115] 

(2-19) Iw^^^K-S-fb-^tJ^ J: Lv^'fb-^^-t?^,;!, (+/-) -15 a 

-t Kn4rv-9-:t*y-l 6-7aiy^->-l 7. 18, 19, 20-xh7y;i'7' 
n;<.h-13-h9>;^-J^>m. J: tf-etL<bO:^{±, «NFftBS51-125255-^^mtcfem 

[0 116] 

(2-2 0) lC^$tL;&'fb^tf. J: Lv^'fb'^tJT'*)-!* [IR- [la (Z 

) , 2 ;8 (R*) , 3 a] ] -4- (^^y-f ;i/r 5 y) 7jt^;i/-7- [3-li Kni\r 
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^-v: 41/ 



iff ^ t § ^ o 

[0 1171 

(2-2 2) Km^ti^it^!^. J: Lv^<b-^%-eib-&>'^;v-7- (2 

- (6- (1 -v^n^>"^;i^-^;l,) -4 R_ii 1 5E_ 

-3 ff-H Kn^v-5-:t^y- 1 R, 1 a n^>f^;i.) -4 

[0 118] 

-m.^ (2-2 4) ic^i&^t^'fk^^tr, J: tV>'fb^%-e^);S 9-:t^V- 1 1 a 

, 1 5 a -i^t Kn^^v- 1 6 -^i/^^v-- 1 7, 18, 19, 2 0 -7- h y ^ JUzfu 

#1^=113, 985. 791-f-ra#(c|Bmo:^fel- J: «? Migf C i: tJ^T' i o 
[0 119] 

^^w«> #:#«BJ!&Ji5iiiJ£B> #:#^Ha35-'fbM. ^^%iammm. t 

fz ^i^^^mmmim $ h \:.\iti^'wnm^mM^^-t ^ e p 2 j: o^/ 1 f^t* e p a {-^ 

[0 12 0] 

<) >mRNA|§^. 7 T r^^^?■5^>mRNA^m^ -9--r U >D 1 mRN 
Ails, myc-associated zinc finger protein (MAZ) mRNA^3S. AP 2 amRN 
Al&ii^) L< {il 4-3-3 7mRNA^?iOjL3l. 'itzl.t^ 

S ^ to {± , E P 2 i3 i t>V ^ fi E P 3 f^l&n&tt ^ K J; ^ ±f gf^M 1 5^ < ^ 

Bs^'fbttjfij, t tiife#:9-»ppftyf^ffl ^h\z \t^'^mm'{^mn^ ^ ^i- ^ E P 2 is J: O^V t 

-itfE^-T •fe'f (^J X. ;v V 7 7 - -If T .x -fe , /? -75f^ ^ b v^--lfT .y ■b'f , 
GFPT^'-b^, SEAPT-y-fe^f) , DN Av Y n T W-f RT-PCR^^>l'< 

, iif*L<{i. ff^^-5liRL/w|«c#S^PiSjtfK^^O c DNA^O^^'f^^tT'v: t<^>iS:'^^ffii- 
* ^ o 

[0121] 

3(!:^H^ o E P 2 *5 J: t>V t E P 3 «fg14 ^ i: |fc#^jjaii51<£ii'f^ 
fflti. EP 2*5J:OVi7^:fiEP Sf^itrSI*:^-:^^^^^^^.^,^^^^^^ 7t(±e<7),M 

S> LDH (fL®^lite:?fc^^*) -^-h9;H^y L< b 
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^-v: 42/ 



[0 12 21 

i^ii. K^m^ji^^^mKit, l«:#T'i'tc{iJI^=S:^x.-r> M^'^mo^'^U'^^mzX 
[0 12 31 

^fcll^ <^ E P 2 i CF/ * {± E P 3 f^Ki^Stt =Sr ;fr 1- ^ tJ® J: ^ #:#:&i5^'fl:^ tU'f^ffl 

[0 12 4] 

^ EP 2;feJ:t>Vt7t{±EP 3f^i&ygtt'^^-r'i.%K^^SIl^55'i: LT^qi-t'2.|fe#P^ 
mMsX^mn fi. l«:'i-^«#(^iii5Stc ^> ^gffi -r -2. i t -e ^ ^ o C {* E P 2 io J: O'/ 1 
{iEP 3{^»ifSttS-:ti-^%K(0*fc#^^M{^ffl, lfc#Mii5iliSmf^ffl. «fc#«Bm^ 

[0 12 5] 
[0 12 6] 

[0 12 7] 

<^iirt^it#-^FERM p - 1 9 3 9 zxu^^ix^mm.mxh^o nmmMit^ 2 0 

0 3 ^ 6 ^ 1 2 B ^i^mo < rtrm 1 T g 1 1 (a5^#-^305-8566 
[0 12 8] 
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^-v": 43/ 



10 12 9] 
10 1 3 01 

^«*.^*r«l'li5^f^^ T>^:^^Aig. r5>;^^T-*>i). B'fl:-^W:^»14'fk 
[0 13 1] 

^S^fi<Jtcii^#$a^^{i, 7lc^tt<^^>o,&s$f^ Lv>o 0* tv^m^: trti. T;w?!rV 

^)\^Ty^-^ A, hVJ^^)vr^>. ^^}UT^>. v^^;vT$>, 

^ -f- - D - * 5 <2> o 

[0 13 2] 

[0 13 3] 
[0 13 4] 

. 7-71; Mb. Tv:^;U'fb. vV^;VT5 y yf^;v:^;;i/,-K^;Hb$a7^:'fb-^|^5fcif) ; ^Js: 
l&^tcfflv>e>a-2.'fb'^i^;6s:^,;,,.^:^-;,^^;^^^^^^^^i^^,^,^^^5^^ 

7 jc-;i/a:y!.7-;Hb. :*;i'sK^vpt-f-;i.ai>;-r;Wb. vp< ^;l'T 5 y y f-;Vai^ 7-;Hb> 

';-;;;i.^Xx;Hb, ( 5 -f-;!.- 2 -:t# v- i . 3 - v:^-^v 4 --i* y-f- 

[0 13 5] 



tiiM.^ 2 0 0 4 - 3 0 B 1 1 « R 



2003-280191 



^-v^: 44/ 



[0 13 6] 

o 

-^{i^ ikK—K^fz^^ 1 lHli;o#^ O.ln g;0^ib 1 Omg<7)|effl-e. 1 Q 1 lBl;6>ibit|lI 

^-^$tL, -e-f^^^^p^-^^sfi. $f * t < f±. mmn^^-x-^ ^ i b i ^m^-h 2 4 
10 1 3 7] 

[0 13 81 
[0 13 9] 
[0 14 0] 

i7tl±M?^^J (^^^h-X, ^MB^-t;vn-y(., ^^y^^ 

) ^ ^^'^\ (n Ko#->-/ne;Hr;i'n-x^ if— ;nfn >; ^ ^ BIT;!/ ? 

[0141] 

;Hr;^o-;^, t Ka:^ vyn fcf;i,^ ^;i,^;i,n-;^, - - , v ^ 

Yu^^u^T.^ vymm. i^^>mm.. ^^mm.. y^)i^>^ ^rju^^y^t. T)y^^=-y 

TT.^^y^-ynm) . (:fU'>i/. y5.bn^U-x ^^'h. V^V^ 

(fii^. ■fe*-7'^>. Kn^'>7°n If ;i/-b;vn->^^ k Kn^^v'^n tf;i^;>« f-;^-t;^^- 
tiil^E#2 004-3051 18 5 
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^-v: 45/ 



(O^mo^^mmn {^i^Y-Ts^ m^H^B-tr^vn-T^, r/ n 

^ij^i; a-;wm:*;vv'>A#) , rfr^^J y- T ym-^ if ^ . itmM 

^;i/>fe;VD~X7^^^- h^) T'^SLTV^T'J) iv^L^ tfz2\>X±.(Dmx^'^'LX\^X 

ira X. vi 4> f # -6 o 

[0 14 2] 

^v'j'^^) , ^wm^n {^r^zi-T.. y}V^Y~y^^ ^y^}^-)v, c^-vi; 

y. irf\^9\yn.. r)v^=.ym) mnmn (*°v^>?-p>i^-'; T'n 

[0 14 3] 

[0 14 4] 
[0 14 5] 

ttilEilf 2 004-3051 185 
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-^-v : 46/ 



RityKmm (^Ttcy-feU^. efe7-t'J>^ ffl$!i7y'J>'> , 
-)i^m (j^-^ViXiJ^u vJC'^i^^i^u T'n vf i^ixr^y 

[0 14 61 

f)^mt':t^^^fz\im'^i^m'^Kx\^^h^-)j\zi,^m^^fi^o Mx-t^. i>toif^(± 

[0 14 71 

nii^hm\ti\,:^i^<D^.^t.fz\X2mX±.^m^\.XWi'<'^hi\h^ $6tc, -^^J, tftig-fb 
[0 14 8] 

Vi±M^-hm\ti\,:k>^<Dm^^fz\t2mxi.im,^\^xm^^hix^o ^h\z^ w^n.^ 

[0 14 91 

^tiix±<Dm^mM^mnzmm^^. ^ni^±izmmmyt&Lxmi^^ti^o mumm^ 
B.M^m. ^mn-^M. ^^■^^^±M^^hmi£*i^i>(o^mttztt2m.iA±^m^\^xm 

[0 15 01 

v^^yYMit'2:^ttzitmn'mm^fLx\.^:h^y3i,z::i}Wkm^fi^o mx.i£. x>t^ 

IhWE^ 2 0 0 4-3 0 5 1 1 « R 



#0 2003-280191 



^-y. 47/ 



10 15 1] 



[0 15 2] 

^ num. mmitn. mmn. ^■^mm^^A.x^.^xi^x^^^o ^iy,hi.tm^TM. 

[0 15 31 

^tii. Mmixmmm\,mmzii^tfz}.m<DMmfj:m^\,zmm-^fz\mM-^^x^m't 

10 15 41 

10 15 51 

10 15 61 
[0 15 71 

[0 15 81 
10 15 91 

i. c 1 ^ * o m^m^:^7-n^m.^iif.tfz\i^<od^m^^t\,u >^•';irv=r 

ffilE^ 2 0 0 4-3 0 5 1 1 8 B 



#0 2003-280191 



^-i^'. 48/ 



[0 16 0] 
[0 16 1] 

2|c||^tci$M$a;£>miB^'fr|*|«14i^^^S'^%<^¥:^:9'^^g{±|5j2. 000-^800 000 
O^><O75«04 t<> *5J5, 000-^^200, 000:** J: Lv^o 'Bni;t}f, 'K'J fLmtcisv^r' 

(on.m.W^^=¥'^\imb, OOO^ItJlOO. mi,<r>i)mt L < > $ t> tc^eje, OOO-^^JSO, 000;&W 

[0 16 2] 

OXO-^O/lOO (W/W) t-eo^>0, J: Oftf* L< {i^tj9 0/1 0-*5)3 0/7 
jl^t»OS*¥*l>^i=-g(i$^l5. 000~*5j100, 000 L < > $ ^, \,zmiO, OOO-^tSO, 00075^ 

o 

[01631 

[0 1 6 4] 
[0 16 5] 

*%^c7)5^JO^-^g{±. iK!t^Sfi:aio#MBt^> ^-^itai&ty^riftcj: 

^^^-^x llil^l9c^^^fi:t LT. (#fi50kg) ^7t»3. LT#«jO. 00 

lmg^^<b 5 0 Omg=£:. L < {±*^j0.01m g y{»^P> 5 0 mg i lMm^J:^^L3 ^iz 1 

[0 16 6] 

^^m<o^mm\i. 't(7>^misxxrytfzitx^mMM<Dm^isxx>^xtfzi±m^<otz»b 

[0 16 7] 

WiE#2 004-3051 1 8 5 



#02 003-280191 



^-v" : 49/ 



x{f> > Kp< ^J' v'^'n7i-:f-^, n^V^n^j^^, -rryovjc^^ T>;tf>J 
) . * 7t{iifc#«<oJi5it'(s^tg^ (^?!lx.(^, v^iiJlH^-^ (TG 

F - ^ ) . ^y^y) ymmm"^ ( i g f - 1 ) . ^mmmm-mmmm^ ( b f g f 

) . ±^li5ilHi^ (EGF) i: -r > V ^ U > Offi^-ii:, (GH) . ^TttijfiL 

A-m^%mUWi- (PDGF) tJ^W^^t.'&o ^^■ev^^^fe(7)m%{i. -?-ai#:'l£itO 2 

(0 16 81 
[0 16 9] 

[0 17 0] 
[0 17 1] 

[0 17 2] 
[0 17 3] 

[HMJ 1 ] 

[0 17 4] 

4iiitp 5 3^a-7.i7X (Tukada, T. ir>ti'J~> (Oncogene) . 1992^:. ^8^^ p. 

3313-3322) ^^hu^vtz^m^id i,m^<r>^^mk^mi!)- <m^. o.i%37r-^— 

•fe'-eiin.aL/im. DMEM/H am' s F 1 2 (1 : 1) ( 1 0 % v fl&B JUvt (F 
BS) , ^mo^^ mT. DMEM/Ham' s F 1 2:^:tei:B&|fli-^o ) ) \ZX^1k 
(^«^#; 5%C02. 3 7*C> WT. J^JIT. nm<r>^nxffik'DtZo ) X^tZo 8 0 
-9 0%n>-7;vjc> h aS.<^>ram^5&^«b^filSE'ft^!g«:fir'5rV^, Bl^^lt#-f-F E R 
M P - 1 9 3 9 3T*M$tL-g,|fc#^»MMA2 ^mgttTto |BI$fc#,TO*fe^4^ RT 

l&^LTV^fc (IEI2 (a) ) o tfz. ^^^^mx^X ^^mmmi^Bm^tr . H^tc^ 

miE# 2004-3051 185 



#M 2003-280191 



^-v^: 50/ 



T'^o/c (HIS (III) . (IV) ) o tfz^ EP2^J:CFEP3, #ICE P 3 (?5T V 7 
^-AtcHILTtiy 7*-A^:|§^tTV^^C:i:75«1ii^$:K.fw (EI 2 (b) ) o 

immm 2 ] 

10 17 5] 

VM^-yy^) LfZo mmEP 1 T3*^>^ htLX (1 7 S) -2, 5-J^^/-6- 
^^y-17, 2 0-y>^;i.-PG El. «*^etjEP 2 T=r->^ htLT (5 Z, 9^ 
, 11a, 13E)-17, 17-yn/\V-ll, 1 6 - t Ko ^v- 9 - i'' □ n 7* 
n^^.i'-S, 13, 19-hVJ:->Mk. miK6^EP3Trf:=.7.htLXl 1 a, 15a- 
h^'>- 9 -:^^V7'n;^i5'- 5 Z, 1 3 E - v J: 0*'^#^fi<jE P 4 T a'^X 
hi:L-Cllof, 1 5 a -i^^li Kn^i/- 9 -:j-^V- 1 6 - (3 - >^ h ^i^ ^ ^ )Vy 
-)ly)-17, 18, 19, 2 0--r h7y;^-3, 7 -i/^T h - 1 3 E -J^> 

mmm 3 1 

[0 17 6] 

5 Omg/m 1 T^3;Hf ;xm'^^DMEM/H am' s F 1 2^«i(C-C 

^i^L. 2 lBSKmULfzi^mmm.^l^'y h^2 0%*;l'AT;l/T't: K-es^t. 
y-f^-aatTto -rcoe A/mJ¥tJ>T-=l:^-7 h^vU (O.IN) i^m^Wi^^ 

v^{±o.i%t;i->t^7';i/- (o.iN) :^m^?eEt::T^feL, it^m'mzxnmLtzo 

[0 17 7] 

§r^'r^:;i.m^'iWML. OCT (opt ium cutting tempetature) compound (-^-^^J^ 
mm) J^-aSLT. 4//mJ5T'®za-ej>t^f^^L/co 'eo^>t^^4%/N°7*;VAT;i/T'ii 
K • V >m^^?j£T'@^L. 2 0 ;u g/m 1 proteinase K (Dako Cytomationtii 

) 'CmitLfZo i^MLtz:^^ ^ V^. lyug/ml 5' -F I TC^lim^ V r*"^ iJ' P^J-f- 
K^W^^^' •T'V ^J^d' -if- S/ a >'MWa£ (Dako Cytomationli) lw^®L> 6B#W. 3 7t: 

EPlT>^-fe>'X; 5' -AC AGTAC CCTGGCACCTGGTGTTTTAT 
TAGCCTTGG-3' (ie^J#-^ 1) 

EP 2 T>-f-fe>X ; 5' -AAAGATTGTGAAAGGCAAGGAGCATAT 
GGCGAAGGT-3' (iE>?lJ#^2) 

EP 3 T^-^-fe^y?. ; 5' -CAGCAGATAAACCCAGGGATCCAAGAT 
CTGGTTCAG-3' (mm-^ 3 ) 

EP4T>-^-fe>x; 5' -GGAGGAGTCTGAGGTCTCGGAAATTCG 
CAAAGTTCT-3' (E3?!l#-i-4) 

/Nxf yi; -if- V 3 >f^^ Stringent Wash Solution (Dako Cytomation$^) icTiUfc^ 
L> m^^Xs C'-y-^i^F I TC/HRPirL# (Dako CytomationS!*) tC^LTl^^R/S 
^tfzo ^hiz^ Streptoavidin/HRP (Dako Cytomation^) iZ^B^tfz^k^ ^MX$>^ 
DAB choromogen solution (Dako Cytomation^) ^i^MLX^ ~y Vi- )l^i:^liiLfZo 

-e-O^*. m^-r^7.m^(Om$SiW:'Wi:^is'Wmi^^XEP ZisXVEPS^mmLX 

^^^^t^mmLtz mi (a) ) o 
mmm 5 ] 

[0 17 8] 

tiJiE# 2004-3051 185 
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^-y: 51/ 



Bi^iSJ:zr2 1 Bmz. ^^x-PtL(7)h-iJ';WRNA^Trizol Reagent (Life Technologic 

1 M g^-^fflL^ RT-PCR kit (Life TechnologiesiS) t::^ft0^fflg£Wtw|^V^^f sfco 7t 
o P C RR{&{±. R TKJ^^m 1 M I ^-^tf 2 5 // 1 KSrS (20pmo l-tr>>?>y9^-7 
2 0 pmo 1 7>"f--fe:^;^y7'rv-, 2 5mM MgC l2> 0.2mM dNTP. lu 
nit rTaq polymerase C^^^^) ) "^f-e^f^oTto PCRRJS (Rf&ti, ^$&^J;d^ 9 
4VTr'5^m^y'j:^K ^:kTOKJ!&i: 3 5m (^tt>S:jS* 9 4 *CTt? 1 ^ra> T--U> 
i5^KJc.4-7 2'CTT'l^^^J:WSSfL>^7 21CTT-7^K) If^^o ) {±. Gene Amp 
9700 (PE Applied BiosystemM) ^^mtX^^^fzo ^±(DRT -T CRK^mLfz 
7" 9 ^ V «- o le^J ^ j^-f t:: ^1- o 
E P 1 7^7 'fv- ; 

5* -ACCTGGTGTTTTATTAGCCTT-3' (ie^im#5) 

5' -GGCCGCTGCAGGGAGTTAGAG-3' (iB?!j##6) 
E P 2 7'-7-f -r- ; 

5' -CGTGTACCTATTTCGCTTTC-3' (ie^ij#^7) 

5' -GAGGTCCCACTTTTCCTTTA-3' (ie^m-^8) 
E P 4 -/^ 'f "T- ; 

5' -CATCGACTGGACCACCAACGT-3' (ie?Jj#-^9) 

5' -TCTCCTTTAACTCCCGGGCGA-3' (@B^iJ*-^10) 
EP3a^J:0^'EP3 pzf^^-^- ; 

5' -CCTGGGTTTATCTGCTGCTAAG-3' (MH^^l I) 

5' -CTCGGTGTGTTTAATGGCAAGG-3' (SS^U*^ 1 2 ) 
E P 3 7 -^7^-7- ; 

5' -CCTGGGTTTATCTGCTGCTAAG-3' (Se^il#^ 1 3 ) 

5' -CTCTGGCAAAGACTCAAAATGC-3' (@B^iJ#-§- 1 4 ) 

5' -AAGAGAGGTATCCTGACCCT-3' (12^-^15) 
5' -TACATGGCTGGGGTGTTGAA-3' (@e^ij#-^ 1 6 ) 
^v^T. PCRMi^^:r#n-;^r;i,^^^gj,X':9«^f^, ^•f-v'i^AT'nvd' K^-felc 

^<o^:i:. t h «fc#ai^i3 J: xfmi^i^m^^mmx-kt. EP2i3j:ofEP3 (o§mi)m 
u^Kfz mi (b) ) o m 

I^*&I?!J 6 ] 
[0 17 91 

«M2tC7r;L7t-?-^-€'tL<7)^iRfi<;EPrrJ':^;<. h^^JpLT. $^tC12B# 
K:^SIL7to mF*3c AMPjijK{±, (0. ImM Tr i s/HC 1 ^W, p 

H7.2) T'^^L/il^tt^^itt^^l^^i: LT. cKUVTy^^^^Y (Cayman Chem 
ical Company^) ^r-ffifflL. y y^^Wn^K^-^m^VtZo 
MM A 2 2 lfi«0# E P T h :^y0i,n L> jffliai*! c AM P jt^g 

L;t^m. EP2T=f^Xhlcj:»} igJK^K:j?fit; c AM P iimUVi-t^ ZtH^ 

mmLfz m4 (a) , (b) ) o 

immm 7 1 

lO 1 8 01 

T-^S#L^Co l^v:^xA{±7 8a<^#i5j:C>'$fe#li^lv^;;^jt^E^^J:tF9 0 0mm<O'7 
•^^itfsT- (InteliGene Mouse CHIP ver.l) "7 /"i^ tWk) "kify y^7.y ^ Y\,Z^ 

mMm2\,z^.\^fz^ix^fi(OmiSi&iE-pr::f-:^Y (lyc^M) ^ST*^ v^(4#^#:ffiT 
ODMEM/Fl 2m (5;uM^>KpC^.v>^^) i*. -e<fc#M 4: 7 2 ^ L . 

tbiEi|# 2 0 0 4-3 0 5 1 1 « R 



2003-280191 



-^-v*: 52/ 



OOU M-MLVi^te^^^;fej:O^Cy3^;5,V>{±Cy 5-dUTP (Amersham Biosc 
iencesSJ) -SrfflV^T. DNA^n-T'iSr-^^LTto 
S:f5^«r?i£ ( 6 X S S C/0.2% S D S ^ 5 XDenhardt'svt?K. 0. Im g/m 1 ^l^-^^--^- 

^yN^y>;t5^-fX$-^7to K^5 srT-eS^^. 2 111. ^h\z\ 6 

5t:TT»5^K, lia, (2 XS SC/0.2%SDS) T-iJfe^L. ^?aT 

-Cl^Ffl> 0.05XSSCr#mT-^^L7trc -tf- v a > ->ir-f;V{i. Affymetr 

ix418 Array Scanner (Affymetr ix$!i) -r^^mtL. ImaGene software (BioDiscovery® 

»*f<7)^:^. E P 2 T 3-^;^ h i Ttti E P 3 T 3*^7. h O^ipH J; V) |fe#«Blia^T*|&il 
:6«>rL^i$^^'g)jt^z;^^: LT7r-r rn;^^-f->', -f ^'xiJ^U -y-^f ^ »; >D 1 MAZ 
.J^^2aiiS:XflA-3-3yi)mU^iXfz (05 (a) ) o ^^;5W-t^it 
fK^i: LT:^-;^•r:^-^^•>•f■>:feJ:^>'MGP75^^iS^.$^tt7^^ (115 (b) ) o ^fz. t h^gff 

«fc#l3J'ft^«iiJ3aiC;fev^T4)|^;jtO^:i:,6s#ibtL7^: (H 6 ( a ) . (b) ) o 
{^MM 8 ] 

lO 1 8 U 

^laJt5i^S^l^^i. BrU labeling, detection kit (Boehringer Mannheim Qvmm 
#«fc#«^2Xl Q^mXd v-=^<0#fflMjgX-:^«^^$&L. M 

mmm 2 i2«<^«#ie<jE p r ^--x h ( 1 m) lt. 3 7 x:-rx-m 

:^*L7to B r dU (*||-jiJS 1 1 0 M) t ^ 8 Bf ^:^«L, |WI k i t O 

DNA'^^i£ii^:^^:t-t-'i>^t755#lJ§gLfc (07 ; Igl^fOtiiE^lfc*. □(iRAK 

immm 9 ] 

[0 18 2] 

am'sF12^% ( 5 ;« M-f > v :^%tc*ittT. ^^fe^aj 2 |B«Oii^6^E P 

Trr_xh { \ 0 fiUifzitl ^M) ^:^T ^^y^^li^^^T iM^m "^2 

1 Bmi^mi^tZo ff^:?tT-7t:$«:#imMa^ Image-Pro Plus software (Planetronfli) 

miskmrnm. ijR-fei5^7 7{±EP2T3*-xh Hfiu) ^simw. m^c^y y hep 2 r=r 
immm 1 0 1 

[0 18 3] 

^^j^y-rv ^m^mit. mmmsmm(7)m.m.-mmmm-ibOBs. 7hb. i4Bei3 

i:t>^2 1 BEtcp^L/io ^^On-ii. EDTA (10%W/'V) (CT 7 0 pgjfgi^&jl^e L. 4 

nZ^jWiK J: o T^f o fzo 

P C N A^^M^^feJi. f^M Lf^;^ 9 ^ 3 %7i^<b7K^-eMSL7'cf^. ro y ^ 
>^mm (Dako Cytomationiii) TT-n ^ > ^f^g-g^fl^^ o Tto ^V^T. i^CPCNASn: 
(:S*l-2g« ; 5 y« g 1 ) i: ^ 4 "CTT— ^-f h L> ^ ^ IC. zn^tft 

i^t LT. -J? -I?- ENVISION Polymer Reagent (Dako Cy tomat 1 onSS) S-^iJDLT. MST 

ffilEJft 2004-3051 18 5 



#M 2003-280191 



V : 53/ 



"ei^ra^fS$-*7to ^5fe^m> 3.3'-diaminobenzidine tetrahydrochloride (Dako Cytom 
ationS!*) "^^Mt-T^KI^^^^mLtZo m^)^ii^'^ h ^i^ V ptyKT )V =i - }V izx 

•bm^X-^ofz (HI 0 (b) ) o 

immm ill 

10 18 4] 

^ Ti5^V':^>'^04fe#^||(7)^4, PCNA^fe:fe<tlh'TUNNE 

■fetwioT. EP2Ta'-^hS7ti±EP3T3*^>'^ h t^i ^ -2)^:^4- 

1 2 ] 
[0 18 5] 

WJ^J 1 

• (5Z, 9^, 11a, 13E)-17, 1 7 -yn/NV- 1 1, 1 6 - vH Kn^^^v 
-9-i5'nD-2 0-y;V7'n><.^-5, IS-vj:.^^^ 5 0mg 

• :*;l/.i?^vj><-f-;Hr;i/n-;^ ijjV'y^M. 2 0 0mg 

■ >^7-T')>m'7if^'y^A 1 0 Ome 

10186] ^ 

WJ^J 2 

;HC5^5*L. l9<ta^j^L. 1 T;H4'0.2m g<^f&tt^£^^^*i--2>/NM T 
;H 0 0 2^*#/io 

• (5Z, 9y?, 11a, 13E)-17, 17-yn/NV-ll, 16-v*tKn:^-v 

-9-iJ'nn-2 0-y;vynx^-5, 13-vJi:^®^ 2 0mg 

. 'ry=. y Y 5 g 

•^^^ , 100ml 

[0 18 7] 

mAm 3 

*-r>2>^^J 1 0 0^=^#7to 

•11a, 1 5 a — h^v— 9 — :t^vya><.:J^— 5 Z, 13E-':/J^^^ 

50mg 

• ^•f-;i/^r;u n-;^ ij)V'y^2^ 2 0 0 m g 

' ^7'T^)>m.-rV^Z.r^2. 1 OOmg 

•WLm^B'tJVU'-:^ 9 2 s 

[0 18 8] 

7;H 0 0:*:=^#/Co 

•11a, 1 5 a -'>'^ h^i/- 9 -rj-^V/n;?.^- 5 Z, 13E--yj^i^^ 

2 0 m g 

tfifE#2 004-3051 185 
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-^-v*: 54/E 



'^>-y^ 5 g 

•^S* 10 0m I 

[0 18 9] 

A--^. #^«, #ilM^ -t^fb^, <^m. mm^^A. "^^^m^mm. ttzii^^ 

10 19 0] 

[HI] lfc#a^^fs:{±WtrO#EP^^Sr^i-o (a) {±. m^^^7.m.^% 

Slfe#T«0#EPf|^Oin situ/^^rV ^^-t'-va >ft^^-to (b) ti. #E 
P^5aoRT-PCR(7)^*4:^i-o iat>l tit hgg|5|fc#ja^, 2JitihBI^|fc» 

lO-ft^^^aflfe. 3 (i#E P^^l^ttM^^-To 
[02] P 5 3^av^>?.^|iJ^#ft5fc^im^>tt^^#M^^ft^5^i^3^:^-|--^^ ( 
a) fi|fe#M**fS^. (b) {±#EP|§?l<7)^^:^^i-„ 

[ma] MM2ife#«iiia^o$fc#*®^#o/ffl^:%^'feft=^^-ro (i) {4^«2b 

f^. (II) {i^«2 1 Bf^<7)^M^^-t-o (III) (±|lim<7>H^7n:^«-e(7>|fc'i' 

[1114] MM2i|fc#^|&*fe{ci3ltS#E Prrr-y?. V \^ ^ ^mk^ c 
-r^fJffl^TTcl-o (a) {i#EPT3*^y^ hCOjtffl=^^f o P<0.05(4. WX^m^'M. 
M^TF-To (b) *4E P 2 T=f~;^ K^ifeJPg^:fiFfiM^ffi^^i-o 

[US] MM2«fc#iBia*felCi3it^EP 2 S 7t i± E P 3 T n*::^ h <J: it-fe^f§3a 
^i&ORT-PCR^^t-o (a) \t^^mkmm-W^7f^-t ^ (b) {i^ 

jlUe] 11 Mlitff«fe#Mt^«miC*5tt'S>E P 2 S TtliEP 3 T=r-;^ hl;J:;i>l. 
fc?-^3^^»ORT-PCR^^-ro (a) tiH^'teiistfK^S^^^i-o (b) f4^ 

[la 7 ] li h g5l5lfc#%0'ft^#m(c*ti--&#E P T -=1=^7, Y <r>^^%mii^^7^-t 
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h (1 /mM) ^lOigftSr^i-o 

[mil] 7-7 h:^liiS#4fc#a^^T';i'«rffiv*7t|fc#S^tfetc*ti--i, e p t^-j:^;^ h 



miE# 2004-3051 185 



#M 2003-280 

SEQUENCE LISTING 

<110> ONO PHARMACEUTICAL CO. , LTD. 

<120> Cartilage disorder medicine 

<130> ONP-4704 

<160> 16 

<170> Patentin version 3.1 

<210> 1 

<211> 36 

<212> DNA 

<213> Mus musculus 

<223> Antisence oligonucleotide 

<400> 1 

acagtaccct ggcacctggt gttttattag cctt^ 

<210> 2 

<211> 36 

<212> DNA 

<213> Mus musculus 

<223> Antisence oligonucleotide 

<400> 2 

aaagattgtg aaaggcaagg agcatatggc gaaggt 

<210> 3 

<211> 36 

<212> DNA 

<213> Mus musculus 

<223> Antisence oligonucleotide 

<400> 3 

cagcagataa acccagggat ccaagatctg gttcag 

<210> 4 

<211> 36 

<212> DNA 

<213> Mus musculus 

<223> Antisence oligonucleotide 

<400> 4 

gga^agtct gaggtctcgg aaattcgcaa agttct 

<210> 5 

<211> 21 

<212> DNA 

<213> Homo sapiens 

<223> PCR primer oligonucleotide 



19 1 ^-v? : 1/ 
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36 



36 



36 
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#M 2 0 0 3-2 

<400> 5 

acctggtgtt ttattagcct t 

<210> 6 

<211> 21 

<212> DNA 

<213> Homo sapiens 

<223> PCR primer oligonucleotide 
<400> 6 

ggccgctgca gggagttaga g 

<210> 7 

<211> 20 

<212> DNA 

<213> HcMno sapiens 

<223> PCR primer oligonucleotide 

<400> 7 

cgtgtaccta tttcgctttc 

<210> 8 

<211> 20 

<212> DNA 

<213> Homo sapiens 

<223> PCR primer oligonucleotide 

<400> 8 

gaggtcccac ttttccttta 

<210> 9 

<211> 21 

<212> DNA 

<213> Homo sapiens 

<223> PCR pr imer o 1 i gonuc 1 eot i de 

<400> 9 

catcgactgg accaccaacg t 

<210> 10 

<211> 21 

<212> DNA 

<213> Horn sapiens 

<223> PCR primer oligonucleotide 

<400> 10 

tctcctttaa ctcccgggcg a 

<210> 11 

<211> 22 

<212> DNA 

<213> Homo sapiens 

<223> PCR primer oligonucleotide 
<400> 11 

cctg^ttta tctgctgcta ag 



8 0 19 1 ^--y : 2/ 
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20 
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<210> 12 

<211> 22 

<212> DMA 

<213> Homo sapiens 

<223> PCR pr i mer 0 1 i gonuc 1 eo t i de 

<400> 12 

ctcggtgtgt ttaatggcaa gg 22 

<210> 13 

<211> 22 

<212> DNA 

<213> Homo sapiens 

<223> PCR primer oligonucleotide 

<400> 13 

cctgggttta tctgctgcta ag 22 

m 

<210> 14 

<211> 22 

<212> DNA 

<213> Homo sapiens 

<223> PCR primer oligonucleotide 

<400> 14 

ctctggcaaa gactcaaaat gc 22 

<210> 15 

<211> 20 

<212> DNA 

<213> Homo sapiens 

<223> PCR primer oligonucleotide 

<400> 15 

aagagaggta tcctgaccct 20 

<210> 16 

<211> 20 

<212> DNA 

<213> Homo sapiens 

<223> PCR primer oligonucleotide 

<400> 16 

tacatggctg gggtgttgaa 20 
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2/ 



[112] 
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— V 



[US] 
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4/ 



[IM4] 

(a) 
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5. 



[HIS] 



(a) 
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+ 



+ 




(b) 
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+ 
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[me] 
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7/ 



[117] 



=p<0.05 



3.0- 



^ Si 2.5 

CD 




1.0- 



0.5- 



f 



+ 

EP1 



+ 
EP4 



[HIS] 
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* * p 



14B 



21 B 



aiiE# 2004-3051185 




IUiE#2 004-3051185 




tbiE# 2004-3051 185 




10/E 




miiE#2 004-3051 185 



#M 2003-280191 



^-i^: l/E 



mm] 

«fc#^^<fiaif^ffl > m.'Wmmmm^Simi'^m. w^'wmm^mmi'^m. ^'W^mmmi'm 



tB|iE#2 004-3051 185 



2003-280191 



l/E 



#BtaiMO#^ S^m 2003-280191 

^'ft#-i- 50301235096 

S^W ll3:S^±j^ 0 0 9 4 

fN^S ¥^1 5^ 7^310 



mmxamm] 



000185983 



#5 



/J- 



100081086 

m^tP't'^E 5 ^mxfm 2 T a 2 



6-^ 



100117732 

:i::^^'4':^E04:#Aff^«r2Tg 2#6-^ mn 

100121050 

:*:Mi354'^E0:$:ltA5i^wr2Ta 2#6# mn 
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m ^ A 



[000185983] 



1 . m'^^M 0 



1990^ 9^ 2B 



#5 



msXf^ O f\ f\ A — OACT 1 QC 



